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^m~eh<05, mizft&u y w^-efco, a ^/efe^ ^or ^4- 

3 3 2 

R ^**J1^-Cfc0, A iS^Jg^-c&o, A tf^V^Xh'9. n&2XW. R # 

11 2 6 

i&liiJjlC^ "Cfc*)5, 6&f;i#£U Y RtfA &¥-%i&Xh<9, /5>oR ^^^-^^ 

3 3 2 

R #**JJiFpT*iM % A &W&&'Ttk*> > A ifcx&-lsWh*) s ntf2Xh<0, R ft 

112 6 

*g*^-efe«95, mizftfeu y jjs^Lj^-efco, a awv^-efc?), ^or & 

3 3 2 

R $5**01^ T?*>»>, A dS^lg-a-Cfct), A 1i^\y^Xm. ntfOXhy, Y R 

112 3 

TfiA &mm&Xh<0, ^OR dS^y^v3£^L;Xtt 

3 2 

R ^7K^m^-Cfe«9, A &m&&Xh*), A fr^U>Xh<9. n&OXh*)* Y R 

112 3 

tfA ^OR ^-^A^^/i^^UXfi 

3 2 

[0041] R tfSTfcSjf Jjg^-efc?), A ^fL^-CfcU, A #^^5, ntfS()-Cfc»), Y ^ 

1 12 3 

3 2 

r &7kmm*xh<9, a i>m&&xhv^ a m^ui^xm. ntwm. r 

112 6 

3 3 2 
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3 3 



[0042] Mk5] 




(IV) 



[0043] aovwfctf^-c, rh:**«^ «*jBWi**io©TA^^afc mm* 

1 2 

U 

/snVv, T/^/V», v^T/S, -OR, -COOR , Xtt-CONRR, W 

U *fc, R 6 I^±^»^L-CV^S<, 

[0044] n»0*^4©*»«U Y 8 »¥*fr&\ -CO-, Xtt-SO HfcfcU 
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6 

1 1 

3 

[0045] sSftWteisv vc, r ^ 7 K*jgT--efc | 9. a jfimfr&~?h*), a ft^uyxhV, 

1 1 2 

3 3 2 

R #*3M£FC*>?K A W^Cfe^ A ^^U^-CfcO, n&OXh<0, Y # 

112 3 
3 2 

r j&STfcatj^-efcu, a ifiSMfcervb*)* a tWT-wvb^ nfroxm. y # 

I 1 2 3 
3 2 

R #**D§FPC*>9, A dS#*S-^t?*>fJ, A ^Vf^fW, n^o-Cfe«9, Y # 

112 3 

w^xm, a m^u^xm, 2>>or tfy^svm&muxtz 

3 2 

r &&mm*-?h*), a mmm^-xm, a -h^wxm, nmxm, y & 

112 3 

3M££"T?*>*K A tf^U^Xh<9, ^OR #2, 3, 4, 5, 6-^^7/^a7i=/V 

3 2 

r ds^K^M^-efet), a mm^xm, a m^wxm. nmxm, y r 

II 2 3 

t/A aMM&#-*0&!3, *»oR dS^^SS:^L;Xfi 

3 2 

R &*mm*X*3b*), A mW^Xh<0, A m^\^>Xm, n&OXh*), Y & 

112 3 

3 2 
112 3 

3 2 

R &7kmW^T*hV, A ^m^Xm, A ft^V^xm. nt^OVm, Y ifi 

112 3 
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3 2 

14 

112 3 

3 2 
112 3 

3 2 

R jg^-Ciib^ A ^m^Xm, A i>Wvyxm, ntfOXhV, Y R 

1 1 2 3 

3 2 

R ^*»^-e£>^ A ^TO-a-Cfcf?, A #WV^-efc^ n^0-e&<9, Y & 

112 3 

xfA tf^&xhv, ^or tf73-/vmzmuxte 

3 2 

R ^?kStJJiH^-e&<9, a tfW&&XhV. A dM^V^-efcS9, n^Offct^ Y R 

112 3 

UA j)>W&&Xh<9, d^oR ^^^/VS^SL;X» 

3 2 

r ^mm^-xm, a tm^xhv, a ^^wxm, n&oxm, y & 

112 3 

XJ-A &mti&X*b^ ^OR ^ 3 -^/vy^^^i- 0 

3 2 

[0046] Dfb6] 




(V) 



[0047] ^(vwc&^-c, r iZTkmm+s fcmm^mfrbiooT/^/vm, fimui- 

1 2 

U R tt^hoS, VT/Ss Xtt-Y -A -R ntt0a>b4tf>SaS*«U Y 
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fi^^^, -O-, -S-, -NR -CONR -NR CO-, -NR COO~, -NR C 

3 3 3 3 3 

ONR -NR SO Xfi-NR SO NR -£r^U 

4 3 2 3 2 4 

6 

/nu^V n T/V^S, =hnS, ^771, -OR , -COOR , Xfit-CONR R 

7 7 7 8 

6 

[0048] r atm ti-tti^ttr/i^/ws. r/Wwi'g, ry— — xnry— 

7 8 

2 6 

[0049] SXWfc&V vt\ R /^zksjfJjiH^U A W^rB^U R tt-bnS, -NR 

1 15 9 

R , Xit-OR %mU R RXFR tt-WffiV-Y-R S*U Y I4|i||#, -CO 

10 9 9 10 4 11 4 

-coo-, -conr - ittso-$:iUR tttfr^l^ftKRM 

12 2 11 12 

mfrbm&titcmx*hz>mLR &-or zmu r &-y r y &o&mL 

5 9 9 4 11 4 

11 

5 

[oo5o] ^(vmc^-c, r m^mm^-xm. a a ^^u>xm. 

1 1 2 

n^0-efci9, R flS-Y -A -R Y 3&S-NR CO--Cfc«J, R ^*^ig^-C*)9 

5 2 3 2 2 3 3 

3 2 

r a w^xm, a m^yxm. nmxvo, r 

1 12 5 

Y -A -R Y 36S-NR CO-^&9, R ^*^^T^«9, A dS^Jg^-CfefJ 

2 3 2 2 3 3 3 
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2 

R &7kmm.7-X*h<9, A A Wl/yefc*), ntfOX°h<9. R 

112 5 

Y -A -R Sr^U Y ^-NR CO-X*h<9, R ^tK^^T*^, A W££^-efc<9 

2 3 2 2 3 3 3 

2 

r ^TKM^-efe^, a ftmm&xhv, a Mi/yt*^ n^o-efc<^ r tf- 

112 5 

Y -A -R Sr^U Y ^-NR CO--Cfc«9, R ^TK^i^-efcO , A WI^T*^ 

2 3 2 2 3 3 3 

2 

[0051] R «^JJfH^C;fc^ A &&&&T*1b9. A ii^vyxm, nt^xm, R ft- 

112 5 

Y -A -R Y ;5$-NR CO-Xm, R ^^^MT-^fc^, A tfSpt^V^fc 

2 3 2 2 3 3 3 

2 

R ^Tk^JET-T^^, A &W&&Xh<Q, A ^fwyt'fcl n^OT^ R fr- 

112 5 

Y -A -R £JtU Y ^-NR SO -X&<0, R ^mW^Xm. A tfW&^Xh 

232 232 3 3 

«9, ^oR ^4-^5VK7:n=/vS£^L;X« 

2 

R ^Tk^JIT-T^O, A tfW£&Xh<0. A tf^uyxh*), ntfOXh<9, R tf*- 

1 1 2 5 

Y -A -R Y NR CONR , R S.tm t^^W-^-Xh^. A & 

232 234 34 3 

2 

r /^^jg^fc^ a ws^-e&t9> a ii^^yxm. nfroxm, r ^- 

112 5 

Y -A -R %mU Y tf-NR COO-Xm, R t^mm^'Xh'O, A tf^&X 

2 3 2 2 3 3 3 

2 

[oo52] r ^Tk^j^-efc^ a ^TO-a-r-fc^ a tf^uyxm, ntfoxm, R a*- 

1 12 5 

Y -A -R %mU Y tf-NR CONR -Xh<0, R t^mm^Xh^), A 

232 234 3 3 

xm, £>or mm ^^M^muxn 

2 4 

r ^mmi-xm, a &w&&xh<9. a -m^v-yxm, nmxm, r 

112 5 

Y -A -R Y ^-NR -~e&<9, A W^T*^ ^oR &tflR d^nt° 

232 23 3 23 

R tf&mm?Xfo<9, A W&&Xh*). A tiWUyXhV. ntfOXh<9, R tf- 

112 5 

y -a -r zmu y ^-nr -xm, a it^uyxm, r ^mw^xm, 

2 3 2 2 3 3 2 

3 
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112 

5 

[0053] R 3&57o:n/Vg-C&?>, A AWHr?*)^ A ^^ytfct), n^O"Cfe«9, £>o 

112 

r m~hvm%%uxiz 

5 

r ^t o yv?>-2— oi^mxm, a t^^xh^o. a twvi/xm, n&oxh 

1 1 2 

5 

R ^VutVVg~C&«9, A A aWU^fcO, ntfS<re*>!3, 

1 1 2 

R 5 ^hnSSr*L;X« 

1 1 2 

5 

[0054] R j&S2-^n*>g-efc!K A W^-efc^ A ft^V^Xh*). nftOXW), 

1 1 2 

OR j&S^Hng&^UXfct 

5 

r t^n^^y^mxm, a tfmffi&x-hv), a ftt^vvxm. nmxm 

1 12 

, ^or tf-hvm%muxfe 

5 

1 1 2 

9x ntfSO-CfcO* ^oR ^=haSSr^b;X» 

5 

R a***®^*!?, A AS^^-efcO, A tf*3-vyxh*), n&OXhV, R J&*- 

112 5 

Y -A -R Sr^U Y *S-0-T?*>U, A &x&\s*ST*ib*)* ^OR i54-7i^SS: 

2 3 2 2 3 2 

mux\t 

[0055] R ^*^M7-t?fe0 > A W&ikXh'O , A # W uyXfoV s ntfOXfo*) > R 

112 5 

Y -A -R Y #-0-"T?*>«J* A ^OR d^DtVvS^L 

2 3 2 2 3 2 

112 5 

Y -A -R Sr^U Y *s-O-T?fe0, A flS^TVXTSM, £>oR &*jM&)V-4r- 

2 3 2 2 3 2 

r ds*5d^-c*>o. a a &*3-vi/xm. n^oxm. r jp- 

112 5 

y -a -r zmu y t^o-xm, a &m&&xh<9, a^or &??-/vmzmL; 

2 3 2 2 3 2 
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112 5 

Y -A -R *mU Y tf-O-XhV, A tfi*ffi&"(*tb*). ^oR ^y^vm^m 

2 3 2 2 3 2 

[0056] R &7kmm-J-Xh<9, A ffWfrk-Vib^ A tfWWCfc^ ntfOXhV, R**- 

112 5 

Y -A -R %mU Y dS-0--e*>?), A ^fl^ytfc!), ^OR ^4-7/^P7x 

2 3 2 2 3 2 

R #**JJ§W-"T?*>9, A A W^O, n^0-Cfc«3, R ^- 

112 5 

Y -A -R Y d5-0-^fct) > A HWUyX^, ^OR ^^7^Uy-2- 

2 3 2 2 3 2 

r ds^c^jg^-efcu, a ^m^xms a m^vyxm, ntfoxhv, r as- 

112 5 

Y -A -R £SU Y ?5M3-T*fc<9, A ^fl^ytfc!), ^oR ^2-^nn7x^ 

2 3 2 2 3 2 

112 5 

Y -A -R Y fr-O-Xh*), A tf/^uyXh<0, ^oR j&^-WAtfn* 

2 3 2 2 3 2 

[0057] r mfrmm+xh*) , A W^fe*) , A ftttwxm » n^O-Cfc?) , r 

1 1 2 5 

Y -A -R Y tf-O-Xh<0, A tfit^SHM* ^oR #2, 3, 4, 5, 6- 

2 3 2 2 3 2 

r ^^^jK^-efco, a ifiiMfr&tk*)* a twvyxm. n^oxm. r**- 

112 5 

Y -A -R Sr^U Y ^-O-^efcD^ A #^W/~e*>?K i^oR ^4-t-^/V7m 

2 3 2 2 3 2 

112 5 

Y -A -R Sr^U Y iS-0--C*>D, A t^uyXM, A^oR 

2 3 2 2 3 2 

r *s**m^-e*>«3x a tfw&&xhv, a it^vyxm. n^oxm, R 

112 5 

Y -A -R Y #-0--Cfc«J, A /SWW^-C^^ ^oR 

2 3 2 2 3 2 

[0058] R A mmiTZtM.A fttf-VVXlM, nmxm. R d*- 

1 1 2 5 
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2 3 2 2 3 2 

112 5 

Y -A -R Y flS-O-TffciJ, A dM^l^^-Cfc«9, ^oR ffarWf73&. 

2 3 2 2 3 2 

[0059] Wb7] 




(VI) 



[0060] 5£(VI)f Wol^T, R f*7fC5i§I5H\ J£«^fCld>felO<DT/V*/V£, fl^ISC^ 

1 

a RxfA feztb?n®$.\z%.m&. x\mmmm^h6(DT/^u^m^m 

1 2 

U 

2 

y \zm£&. Xtttfr7$~fr&&3tu y taW-^ -co- -coo- CONR 

5 6 4 

, xn-so -%mu 

2 

R RXfR fe^Mtlfomni- ^ T/H^/Wg, ^fn7 

3 4 
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1 i 

[0061] ^bK, r^om^i-^momat^. xttzommtLxw 

1 12 

y ##/i^=vva&T?fc»\ y r &7kmm?x*hy, ^or 

5 6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

[0062] r tf*mm*x*m. a w^-s-t?^ a ^^i^-efc^ y m^^/vm 

1 1 2 s 

-e&*K Y dS^^-efcJJ. R tfTkmmJ-xh*), ^oR dS4-t-^/WV^S 

6 3 2 

1 12 5 

-cfco, y ^^-a-efet), r ^mw^xm, ^or ^^o^^/vs^l; 

6 3 2 

X\Z 

1 12 5 

y ^^-a*-cfci9, r ^mmfxhv, ^r #2, 

6 3 2 

1 12 5 

6 3 2 

[0063] R ^TK^jg^-T'fct), A A #:n?VXT?fc!>, Y ^/^-/V-S 

1 12 5 
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r a ^^xm, a tf^uyxhv, y m^^m 

1 12 5 

6 3 2 

R i5S**JD^T-&^ A ft^&XhV, A &^U>XhV, Y &*Jltf^/vm 

1 12 5 

6 2 3 

r ^stj^-efo^ a w^-efc^ a m^u^xm. y ay^n/vs 

1 12 5 

xm. Y R l)>7kmumb<9, ^oR ^T^-r^^y-l-^VS 

6 3 2 

[0064] r ^TkstiJS^-efctJx a tfW&&xh*), a y 

1 12 5 

6 3 2 

R ^**lg J f : "e*>!), A W^T^, A ^^nt!VXTf*)5, Y Wl^^fe 

1 12 5 

6 3 2 

r ^TK^M^-efei?, a tf^^-cfc^ a a^nfcvv-e&t?, y 

1 12 5 

6 3 2 

r /^^jK^-efo^ a &mg&x*h*), a ^/ntv^fc^ y ^m^-a-efe 

1 12 5 

Y fr-CO-Xh<9, R ^TK^MT-^fe^, ^OR ^4-^hpy^/l/S^L;X 

6 3 2 

[0065] r tfimu+xh*), a &m&&-e$>9. a ^/ntvytfe^ y 

1 12 5 

Y ^S-CO-T?fc0, R ^tK^M^-T^^, ^oR j^-^hP^^A-g&^L; 

6 3 2 

1 12 5 

•J, Y ^-co--Cfe<9, R &7kmm?X*h<0, ^OR iS^^WV-l^S^t; 

6 3 2 

r ififrmm^-vb*)* a &m&&-v*>9s a ^^u^xm. y 
1 12 5 

Y j6S-co-t?*>0, R tfSjfcafJDK^-e&tK ^or *s^7^i^^-2-^SSr^L; 

6 3 2 

1 1 2 5 

0, Y ^-CO-T*fe«9, R ^^M^-CfcOx i>oR ^P^/Mf/HSHt 

6 3 2 
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[0066] R tfS*^]gC^-Cfc!K A #]MN^*>!>, A &7uWy~&h*), Y Wl^^h 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

r as*^ M^--e&<9, a *s^>s-a-cs>*)v a ^ypfcvy-e&t^ y w^-efc 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

[0067] r a #jpifr&-c*>o, a d^Ptvy-efct), y w^£-e& 

1 12 5 

6 3 2 

R ^*5RJg^"C*>9, A dS^^-C&«5, A ^ntVyefc^ Y *S*«f^-e*> 

1 12 5 

<9> Y as^ft-g-efc^ R as^utr/i^-efcU, ^or ^ntWSSr^LjX^ 

6 3 2 

R flSjfc^jg^PCfctK A #$Mfrfrt*?K A ^yntv^-efe«9, y asi|Mg£-ca> 

1 12 5 

6 3 2 

r as**®^*)!?, a d5^^-e&«5, a mzfwuyx'h^ y 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

AGE^&^WSrfifHrrs. 
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[0068] um 

o 

r,3 ^ k yV 0H < vi " 

[0069] 5£(VII)f fC&^T.R tt.&kmm.=f-WLlfrblO<DTjV*;vm. Ty-/WS,-xP 

13 

4 5 

u 

q fi-Y -a -r , ^#^t^^SQ , mm^mmt^mmQ , ximftmvt 

5 7 6 14 6 7 
8 

Y ftW£\ -O-, -S-, -NR -CONR -NR CO-, -NR COO-. 

7 15 15 15 15 

-NR CONR -,-NR SO 3U3-NR SO NR -£r^L; 

15 16 15 2 15 2 16 

[0070] a fi^^-, x\*i%mm*mfrb6<DT;viruym%mu 

6 
14 

& xim^mmmmzmu 

15 16 

14 15 

Q teTffi^(VIII-a)<DS-efcoT N 

6 

[0071] [^9] 




(Vlll-a) 



R 16 



[0072] ^(Vffl-a) f fcfcV N T % R teTk^fJg^ ~hn^ *S7J^ Xti-Y - 

16 7 
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A-R £SU 

6 14 



mttOj&»6>4©flE»&&U 

17 

£{C/M3^ T/V^VS, -hnX, ^T/S, -OR , -COOR , Xte-CONR 

18 18 1 

8 19 17 
18 19 



7 

[0073] tffclO] 



x 



m 




k 5 \ L/- D \ A 5 > 

N N 



(Vlll-b) 



R17) 



m 



[0074] 5$ (Vlll-b) ■£ fcfcV X te-O-, -S- Xtt-N (-Y -A -R ) HfcflU X X. 

4 7 6 14 5 

6 
8 
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[0075] */c, *wmmx~m^RimrAGE±mm}tte, m&mjxfo^mnzmuu 

AGE, RX$ALE<DMj&Z$mi-Z>ZkZmVk1rZ> 0 

m^wmwxm^mm^<>^xmw-fz> 0 

[0076] ^Tyi^y^ttiaf^ #n&8t mvtomikTkmfrbw. ^tmmm^ 
&<D2m%<Dwmz.^xmmir^mm<Dmfcxm, mzmfzt^^ i- 

^W>\ 2-^l^>\ l-Zntfl/y, 2-y°atV>^ l-y^l/^, 2-Zf 

, ^-t?y\ -i-y^y, -fyxV, T^7ir^ ^y-^vy&i? 

ry-/K 2}-3rf-y-/K mjtv-zk try*;^ fc°y=-^ t°yyv^ tr?s^ * 
/y^. -ry*r/y>\ -ivk--/k -o-yyy^ ^y^ty^&^&5 0 

, ^<yi//K y^^/v, yai~/vynfc7K l-^y^/M^vK 2-^y^/v 
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[0077] tfc *mmmiz.mmtitz4k&mn. ±#%&\wwmfc&%tz* : & t s , foti t 
&&tz&. zfit>\mttmmx»m\u wmmo-, (sk (rsk ©wma»-c* 

n 

[0078] imm<r>\Y&m*m\ ^zjtxc xv, ^w^age^wmm, &xfAGE&&tcm 

v ^^AGE^iCi^t/^^IMtttp^ S.^PX^p B p^#b^ 0 

[0079] [uriiam, ^mfD^mimm^^f-^mmmom^mx^mm. 

m i ^i-SJStaej mx»hz> 0 

[HI2]El2[i, ^;(vi)(D>fb^ (E^^tKn^f-A^^)o^ii^&-cfe5« 
#j2£^-f afctft^ in xhz> 0 

[03]g|3«, 5£(V)tfMb^ (7^-/VT7=^tKndrf-A^^#:)(DM3t^& 
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[012]012H:, 5£(V)tfHbl^ (7^^T7^yMtKD^f-^^^#:)©Mig*- 

[0080] *3m<ott&m<o$*>. mmtL^mtemiztTtttkmx'hZo 

(S)-2-T5/-5-(4-t-^^/V^^^T^y^/V^-/V)-^^^y^5'^Tv'yKtKndr 
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K 

(S)-2-T5y-5-(t o y^V-2-^;^^/VT5/*/V#^/V)-^^/^^^T^^KtKo 
(S)-2-T5y-5-(N-^y^/WN-^^/VT^/*/V^=/H-^> / ^y'l'y^Tiy^KtKn 

[0081] (S)-2-T5y-5-(^f 1 /VT^y^;V^=/V)-^y^y^^TV5/KtKndr^T5K 

(S)-2-T^/-5-(fc°^y^^-l-^/V*^-/V)-^^^/^y^T^KfcKndrv'T^K 

(S)-2-T5y-5-(^^^T5y*/V#'=/V)-^>^^^T^KtKDdri/T5K 

(S)-2-T5/-5-Tir^/VT^y--<^/-f^^Ti/^KtKn^i/T5:K 

(S)-2-T^/-5-^^yV/i'T5/-^^^y4y^T^KtKo^vT5:K 

(S)-2-T57-5-(4-=hn^^^/VT$/)-^^^y^y^T^KtKn^^T5K 

(S)-2-T^7-5-(4--bP7^^/VTi?^T57)-^^y^^T^5'KtKndf^T^ 

K 

(S)-2-T5/-5^7^^V-l->f/W-^/W^^/VT^/)-^^/^y^Ti/yKtKi3^ 

(S)-2-T5/-5-(^7^vy-2-^/W^/V^-/VT5y)-^V^y^y^TVyKtKi3^r 

(S)-2-T5/-5-(^^n^^>/VTW^T5/)-^^^^^T^KtFP^ri/T5K 
(S)-2-T57-5-(4-^nn^^yV/l^T5y)-^^y^^T^KtKodriyT$K 

[0082] (S)-2-T57-5-(2-t^ 3 i^-4-^yVTir^^T^y)-^^^/^y^T^^KfcKn d r^ 
T5K 
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5K 

(S)-2-T5:y-3-(4-T-fe^;VT$y-7 3 i-/W)-N-fcKn^>'-7 P nt'^-yT5:K 

(s)-2-T5y-3-[4-(4-^^/v-^yyV^)T5y-7^=yv] -N-tKodr^-TW^r 

(S)-2-T^y-3-(4-/^Wn-('/VT^7-7^=/V)-N-tKndfv'-7 P i3t 0 ^-^T5K 

(S)-2-T^y-3-(4-tV^n^/VT^/73i=/V)-N-tKndr^-7 p nfc 0 ^-^T^K 

(S)-2-T57-344-[2-(4-7/^n-7^^/V)-T^^/VT^y]-7ri:=/V)-N-tKn^r^ 

[0083] (S)-2-T^y-3-[4-(h/^^-4-^/V^P*^/VT^y)-7a:-/V]-N-tKDdre/^ , nt 0 

(S)-2-T$y-3-[4-(4-h!J7^ny5 L /V^WK)-7i^]-N-tKP^v'-^Pt 0 ^-V 
T5K 

(S)-2-T5/-3-(4-^h^^;v^/VT^y-^3i^/i')-N-tKn^v/-7 p Dfc 0 ^-^T5K 
(S)-2-T^/-3K4-^^^T^/^yV/^ ; e^W73i-yk)-N-tKD^riX-7 P nfc 0 ^-^T 
§K 

(S)-2-T5/-3K4-^DtV^T^yi-^^^)-N-fcKn=¥v'-^nt 0 ^-^T5:K 
(S)-2-T5y-3-[4-(4-^^/V^^v ? /V)T5/-7in-yV]-N-fcKn^r^-^nt 0 ^->T^K 
(S)-2-^^/VT5/-3-(4-^ho-^ 3 :^/V)-N-tKndf-v'-7 0 nt; <, ^->'T$K 
(S)-2-(t 0 y^^-2-^/M^/V)T^/-3-(4-^hD-73i^/V)-N-tKDdr^-^ , nt 0 ^-^ 

T5K 

(S)-2-^'ntVVT^y-3-(4-=-ha-7 ; i:-/V)-N-t:Kodrv/-ynt 0 ^-^T5;K 
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(S)-2-^yyntVVT5:/-3-(4-^hn-7rc^/V)-N-tKc3drv'-7 P nt'^-^T$F 
[0084] (S)-2-(l-^^/Vt 0 ^y^^-4-^)T5/-3-(4-^hn-^ 3 :^)-N-tKP^r^-ynt: 0 

(S)-2-T$y-N-tKa ; ¥v'-3-(4-7a:^f-;V^-^r^-7a:^;V)-7 p nb 0 ^-^T5K 

(S)-2-T^/-N-tKc^v'-3-(4-^ > nl:VV^-dr^-7^-/V')-7 D Dt°^T^K 

(S)-2-T5y-N-tKP^r^-3-{4-[2-(^/V*yv-4--r;V)^h^v']-7^^/V}-^nt^ 

(S)-2-T5y-N-tKndri/-3-(4-^^/V^-^^-7^-/V)-^ , at°^-^T^K 

(S)-2-T5/-N-tKP^-3-(4-^^^/^^rv'-73i^)-^i 3 t°^^T5:K 

(S)-2-T$/-N-tKn^^-3-[4-(4-y/V^a^y^V^-^v')-7a:^;V]-7 0 Dt°^-V 

(S)-2-T5/-N-tKP^-3-[4-(-^7^W^-2-^7V^v')-7^/V]-^Pt 0 ^-^T5 
K 

(S)-2-T^y-N-fcKn^^-3-[4^2-^na^^/V^v')-73:^/V]-^ p nt > ^-yT5 
K 

(S)-2-T$7-N-tKo^->-3-[4-(4-h!;7/^p^^;^y^/v^- : ¥v / )-73i-;v]-^ 

(S)-2-T^/-N-tKn^^-3-[4-(2 ) 3,4 I 5,6-^^7;V^P^^^^i/)-7^^;V 
[0085] (S)-2-T5y-3-[H24-^7/^n-^^/V)-lH-^yK-/W3->f/V]-N-tKn^^ 
(S)-2-T57-3-[l-(4-hy7/V^n7«^/^^^/V')-lH-^VK— ^-3-^/H-N-tKn 
(S)-2-T5/-3-[l-(3-^^/W4-^hn-<yv ? /V)-lH-'l'^K--^-3-^/V]-N-tKP^r 
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(S)-2-T^y-3-[l-(2-7a:n;^3l^/^)-lH-r^K-/V-3-'1'/^]-N-l:K^^>--^^t ,, 

(S)-2-T^y-N-tKndr^-4-(l-7 P ntVl--lH-<^X^^^— /V-2~-( /V)--f^y^Y 
(S)-2-T5y-N-tKn^^-4-(l-7^^^WlH-^>'X^^/-/V-2--l'/W)-^^7 

(S)-2-T5/-N-tKn^^-4-[l-(4-^hn^^^/V)-lH-^^X-Y5^V--/W2-^V] 

(S)-2-T^y-N-tKn^^-4-(l--<^^/WlH--<^X-r5^V-/W2--r/V)-^7^ 
K 

(S)-2-T5y-N-tKn^W-tl-(2-^hdrv'-<>'^/V)-lH-^^X^^y'X-/W2-^ 

(SH-T^y-N-tKn^r^-Cl-Ct^^V^-^^^/^-lH-^^X^^X--^^- 

[0086] (S)-2-T^y-N-tKP^^-4-(l-^^/WlH-^^XV5:^/-/V-2--l'/V)-^f L 75K 
(S)-2-T5:y-N-tKndr^-4-(l-^^^V-lH-^^X-r^^V— 7W2-^/V)-y^7^ 
K 

(S)-2-T5y-N-tKn^iy-4-(l-iy^n^dr;//M^-lH-^<VX^5:yX— /W2--Y 

(S)-2-T57-N-tKn^iy-4-[l-(2 ( 2-^^V7 p otVV)-lH-^<yXV^y^— /V-2- 

(S)-2-T5:y-N-fcKn : 3r^-4-(l-^y^^-7WlH-^<^X^^^X— )V-2-^)Vy-f^-y 

(S)-2-T5/-N-tKn^^-4-[l-(4-7/^n^^^/V)-lH-^^X^^V-/P-2--f' 

(S)-2-T5y-N-tFo^r>'-4-[l-(4-t-y^^^/V)-lH-^yXV5^'X— /V-2--T 

(S)-2-T5/-N-tKP^>'-4-(l-^^n^^^;W-lH-^>X^^ % /— /V-2-^7W)-X 
^9$K 
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(S)-2-T5y-N-kKn^i/-4-[l-(xh7tKot°7>--4--r/V)-lH-^<yX-r5yy-;V 

(s)-2-T^y-N-tKp^v'-4-[i-(i-^^/v-t°^y^y-4-^)-iH--<^xV5^y- 
/W2--|>]-X^7^K 

(S)-2-T5/-N-fcKP^i/-4-[l-(2-^^/vyf 1 /V)-lH-^^XV^^/--/W2-^H- 
zf^y^ 

(S)-2-T^/-N-tFD=3ri/-4-(l-^V/V-lH-^yX>f^^' > /— ;V)-zf*f-y^ 
K 

[0087] (S)-2-T5/-N-tK^^i/-4-(l-^^/V-lH--<^X-Y5^y-;V-2--f/V)-^75 
K 

(s)-2-T5y-4^l-[2-(4-t-^•^/^-y^n/^)-2-^^;^-7 p ^tV^]-lH-^yX^^y^/ 

(S)-2-T^y-N-tKn^^-4-[l-(^7^^^-l--f/V^f-^)-lH--<yXV^^y-/v 
-2-^M-y^-y^Y 

(S)-2-T5y-N-tKn^^-4-[l-(5-^ap^7^y-2--l';V)-lH-^X-i'5yy , --/V 
-2-^/V]-^^7^K 

(S)-2-T^y-4-(l-^^P^^V/^-5,6-v ? ^^V-lH-^^X^5^y— yW2-^/V 
(S)-2-T5/-4-[l-(4-t-^^;V^>'v ? /V)-5 ) 6-i/p<^/WlH--<^XV?^y-/V-2-^ 
(S)-2-T$/-4-[l-(4-7;^o^y^/V)-5,6-v ? y^WlH-^VX-i'^^y-;W2--f 
(S)-2-T5/-4-[l-(4-^h^^>'> ? ^)-5 ) 6-^y^/WlH--<>'X-('5^i/-/V-2--Y 

;v]-N-zh°v**y-y°?-y5F 

(S)-2-T^/-3-(4-T$y-7^-;v)-N-tKodri/-7 P nt°^-^T5;F 
(S)-2-(^^D^^^/V^^/V-T^y)-N-tKn^i/-3-(4-^hi3->'3i^/V)-^nt 0 ^-y 

[0088] (S)-2-T^/-4-(l-^/WlH— <yX^^y-/W2-^)-N-tKn^-X^75K 
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(S)-2-^ntVVT5y-4-(l-7 p ofcVwiH-^>X^5:^ , ^--/W2-^;V)-N-tKu^iy- 

(S)-2-(^a^drv-/^^-7WT5y)-4-(l-^^V-lH-^<^XV5:^y*— 

(S)-2-yntVWT^/-4-(l-^^WlH-^>X^yy^^-2--r/V)-N-fcKndri/-^ 

(S)-2-^y^^T5/-4-(l-^^WlH-^>-X^5^y^/V-2-^)-N-tKndr^-^ 

(S)-2-T5y-4-(l-y°PtVV-lH-^>'X^^^V-/W2-^)-N-tKDdr^-y'^75K 
(S)-2-T^y-4-(l-^y^;wiH-^yX^^^y— yv^-^/^-N-tKndf-^-^^y^ 
K 

(S)-2-T5y-4-(l-^y^;V-lH-^>-X^5^y-yV-2-^7V)-N-tKodr^-yf-7^ 
K 

(S)-2-T5:y-4-(l-vyn^^i//M^/lx-iH-<yX-f5;^y— /V-2-- f7V)-N-tKo^ 
(S)-2-T5/-4-[l-(4-t-y^/V'^<y^/V)-lH-^yX-r5^y > — /V-2-^V]-N-tKn 
(S)-2-T57-4-(5,6-^^/Wl-7 P ntVwlH-^^X^5^y-/W2-^)-N-fcKo 
[0089] (S)-2-T^y-4-[l-(4-t-^^/V^y^/l-)-5,6-^5 L yV-lH-^>'X^5^y*-7V-2--r 
(S)-2-T^/-4-(5,6-^nn-l-7°ntVV-lH--<>'X-r5^y , -^-2-^)-N-tKn 
(S)-2-T$/-4-(5,6-^^nn-l-^y5 1 /V-lH-^>X^^/— /W2--Y^)-N-tKn 
(S)-2-(:Xyn^^v'/V^^7WT5y)-4-(l-7 B ntVWlH-^<^X^5^'y'-/W-2-^ 
(S)-2-T5y-4-[l-(2,3,5,6-xh77/W^n-4-^h^iX-^y^/V)-lH-^yX^5yy* 
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— /V-2-^/V]-N-tKndri/-^7^K 

(S)-2-T5/-3-(4-7 P P^v'-^3:=/l-)-N-tKn^ri/-^nt 0 ^-^T5:K 

(S)-2-T5/-3-[4-(4-^bn-^^^V^^^)-7 J :^/H-N-tKo^v'-^ , i3t 0 ^-^T^ 
K 

(S)-2-T5y-3-[4-(2,4-^7;^n-^V^;k^^)-7^-;V]-N-tKo^^-^Pt° 

[0090] (S)-2-T57-3-[4-(4-i/Ty-^^v ? /V^ d r^)-^3i^^]-N-tKn^^-7 P nt 0 ^-yT 

( S )_2-x5y-3-(i-^y^^/v^-D7=:^;Vp<^/V-lH-^yK-/V-3-^/V)-N-tKDdr 

(RS)-2-T^/-3-(l--<^^/WlH-^^K-^-3-ryV)-N-tKndr^-7 P nfc^>'T^K 
(RS)-2-T^/-3-[l-(4^-^^/W^y^V)-lH-^yK-/W3-^]-N-tKn^^- 

(RS)-2-T^y-3-[l-(4-^T/-^>-^)-lH-^>K~/W3-^]-N-fcFD^^-^i3 

(RS)-2-T5y-34l-(34-^7/^n-^<>'^ ; /V)-lH-'l'^K--^-3--l'7V]-N-fcKn^ 

(S)-2-T^y-3-(l-^y^/WlH-^yK— yV-WA')-N-tKP^-^nbr*yT§K 
(R)-2-T57-3-(l-^^^-lH--l'VK-^-3-'l'/V)-N-fcKn^v'-7 s nt^^T5K 
(R)-2-T57-3-[l-(34-^77V^n^^v ? /V)-lH--f>'K--/W-3-^;V]-N-tKti^ri> 

[0091] (R)-2-T5y-3-(l-^^/V-lH-f^K-/W3-l'/V)-N-tKndrv'^ , nt 0 ^-yT5K 

( R )_ 2 -T5y-4-(l-^^n^dr^/M^WlH-^>X^$^y--^-2-^/V)-N-tKndr 
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(S)-2-T5y-4-(l-7a:^yWlH-^vX>f^^-/W2-^)-N-tKn^^y^75K 
(R)-2-T^y-4-(l-7^^yU-5,6-^^/V'-lH--<^X^5^y— /W2--Y/^)-N-tKn 

(R)-2-T^/-4-(l-4-^^/1^7 3 i^-5 ) 6-^7«^/l--lH— <^XV^^ N /-yW2--C7l- 

(S)-2-T^/-4-(l-y 3 :-/W5 f 6-v ? y^yWlH--<VX^^^y— /V-2-^;v)-N-tKn 

(S)-2-T57-4-[l-(4-y^/V7^^/V)-5 ) 6-^^yWlH--<^XV5:^'y— ^-2-^7V] 

[0092] (S)-2-T^7-4-[l-(4-yh^i/7 3 :^/V)-5 > 6-^f-/V-lH-^^XV^y i — /W2--T 
yW]-N-fcKudriy^75K 

(S)-2-T5y-4-[l-(4-y/V^-n7rc^/V)-5,6-^^-lH--<yXV^^i/— /k-2-^T 
(R)-2-T^/-4-[l-(4-y^yl^7^^)-lH-<^X^^^y-^-2-'l'/V]-N-tKndr^ 
(S)-2-T5/-4-[l-(3-7^^n^^> ? /V)-5,6-v ; y^-lH-^>X-i'5:^'y— 
(S)-2-T^y-4-[l-(3--hn7^=/k)-5,6-^y^/WlH-^^XV^^'y'-/W2--ryP] 
(s)-2-T5y-4-[l-(4-^y^/^^^y^y^^^^^)-5 ) 6-v ? y^;^-lH-^vX^^y• 
(S)-2-T^y-4-(l-7o:=/W-5,6-^^nn-lH-^yXV5^'y'-/W2-^)-N-tKn 
[0093] (S)-2-T$y-4-(l-^^^W-5,6-^no-lH--<>-X^5^y*— ;V-2--f/V)-N-tKn 
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(s) _2_ T 5/-3-(i-^y^;V-lH--<^X-r^yy-/V-2-^/V)-N-tKP^>'yi3t 0 ^- 

(S)-2-T^y-3-[l-(4-^^/V7i=/V)-lH--<yX^5^y-/V-2-^V]-N-tKn^i/ 

(S)-2-T^/-3-[l-(4-t-^^/V-<V^)-lH-^>X^5^i/-/V-2-f/H-N-tKn 

(R)-2-T5y-3-(l-^^-lH-T^K-^-3-)'/V)-N-tKP^^7 0 n^yT$K 

(R) _2- T 5y-3-(i-yptVWlH-^>'K--/V-3-^)-N-tKP=¥^t 1 t 0 ^^T5K 

(R) _ 2 _ T ^y-3_(l_^^ / WlH-r>K";V-3-l';V)-N-t:Kn^^7 P nt^yT5K 

(S)-2-T57-3^1-^/WlH-^VK-/W3-^/V)-N-tKi3^V^'i3t 0 ^->'T^K 

(S)-2-T5/-3-(l-yntVwlH-^>'K-/V-3-^/V)-N-tKP^v'7 P nt°^-^T5K 

(S)-2-T^/-3-(l-^^/k-lH-f^K"/V-3-f;V)-N-tKo^^^nt°^-yT5K 

( S )_ 2 - T ^y- 4 -(i-^yf-/l.-5 ) 6-v ; 7«^/V-lH-^^X^^^/-/V-2-'l'/W)-N-tKD 

(S)-2-T^y-4-[l-(2,2-^f-7VXntVV)-5,6-^^/V-lH-^^X^^^y— ;V-2- 

(S)-2-T5/-3-(l-^^^/V-lH--f>'K-/V-3-'l'^)-N-tKP^^XPt 0 ^-^T^K 
(s) _ 2 _ T$/ _3_[ 1 -(3-y^;vy-^yV)-lH-^^K-/W-3--r/V]-N-tKadr^Xnt' > ^^ 

[0094] #»W-CW\ ltt»ffc^»Sr, ES^brW^Lft&tt^ft^v^ifc^^S. 

ttfb^hy^, *sMfcw^ *w&w*^ mtthvtJ*. timxMuw 



WO 2005/073180 



40 



PCT/JP2004/019512 



[0095] *tc**M»cd4>5jk^oiet*S^ffiWfc«*-t"5. *%W<D4k 
GH3S091) 

Xgl-l 

[0096] Xgl-2 

\mmu mxm^ti^mr^m (nm-zo&m, p ,p tta^ttMXfrx 

12 
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IS1-3 

2 

XSl-4 

l£»U (le)t?*$nST5^S, DIC, WSCtfiiWfi*if©»^!l, &tfHOBtftJ? 
[0097] X&1-5 

(j«0»J2) 

sat^m, ^cvDo-fb-a* (jMS^tKP^^ift»*#)«Hiii«)iei^fe"e*>« 

X62-1 
[0098] XS2-2 

P ^9-7/V^V=^b^V^/^-/VS(WTFmoc^ie-f )^^t-«DMF, THF, 
(2c)£#5o 
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If£2-3 

DIC, Xf4WSCIiftrSftJfi*^0«|^J, S.U ? HOBt7fe^(D|!]^J^nx.r^^T'2-72 
9 ft<D>fti^(2e)£#3 0 

XS2-4 

Xg2-3T'#e>tbfc>fb^(2e)^*j-LT^SP ^OT#@+Bd^O^<9 

1 

[0099] (Kifi^3) 
X@3-l 

X3M3-2 

2 

P aSFmocS<0#^}2DMF, THF, fi^^l^^V^ofc#»»«E*, fcV4?^ 

2 

*A*fcyv % > ? ^yVT5^ifOW^S^5-25%iJ0X.T, £»-Cl-24H#KIK 

2 

[0100] X@3-3 
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U (3d)-e^$^^(R"ftT/^/v, ry-A-^ xn.U;^^y;vm^ir\ DIC, 

WU titc(M)im?V7^RX?mmfc(XlZ-COCU -SO CU X«-NCO«-T)(D 
XS3-4 

[0101] GK&0H4) 

X@4-l 

X@l-l^#^fc^t)(la)£DMF, ^PP/jvVi^ Jftfl^l^fcifO^PflMffiR 
g fttf>fb&«K4b)&#5o 

[0102] X@4-2 

1^fe(4b)£DMF, *cm*/Kk, £^^V^ft£©#»^telB*IU (4c)"C*$tl 
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X@4-3 

[0103] (wmms) 

w-rz>^t\z£o g »«xb-&«(5b)Sr#5. 

[0104] XS5-2 

X@5-lT*#fe^7t>fb^^(5b)$rDMF, ^nn*;PA, »fc^VVfc£©#li*B 

yyjg^, hs/A*^»*l-)* ^.tM^^y^ ^^^^©ms 

X@5-3 

x@5-2Ti#^fc{b^(5d)^^^<D^m^t-^^t^ta-ioo < t:-ei^^72 

I^Pa^-t-SrttiO g W<&fk34fc(5e)&#5„ 
XS5-4 

X@5-3-e#^tlfc^^^l(5e){C*5(t^aSP i ^l^*i-?>r^iC it) g &)<D4t& 
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[0105] m&m 

XS6-1 

xm-2 

P fr7£/U*/VmoW&\mDMF, THF, l/^^^fcfi^I^, 

2 

[0106] Xg6-3 

x@6-2-c#bti^^^^,(6d)r^$H2.^«^#-r?>tS:^(Ri*T^^/vS 

^;H N Ty/^/um. Ty-/vmmzmu x^7k«^-r)> T/vu/vtivm. 

(6e)£#5 0 
XS6-4 

[0107] (M#J7) 
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X@7-l 

1 2 

\mru ^u^mwir^tK^ g w©^#K7b)£#5 0 

XS7-2a 

XS7-lT^*Wttel^(7b)&DMF, ^pp^A, iitfb^^&^^IM 
[0108] X@7-3a 

MJt^-FS^icW g W«Xb^»(7d)Sr»6. 
X@7-2b 

Xg7-3b 

X@.7-2b-e#fctlfc{b^^(7c , )^DMF ) THF^if(C^U7e)-C^$^^g|S^ 
ItfciS, X@7-2b-e#e>tlfc^^#l(7c , )^DMF,THF^if(C^U7e)l?^$^ 

&tft°y>V, ftK«/«c^ttSSE^p^, o < C-ioo < C-ei-i68($PflJl£H-5 
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[0109] XS7-5 

X@7-4Ti#bftfdl^3(7f)£DMF, ^na^WA, ^^^U^i^ffl^^ 
Xg7-6 

X@7-5Xi#bnfc^#^(7h)(C^it§^«SPA^P^IWl^,^{i^^^ 

1 3 

3 J 

^WP»*1-3-^tti5fc5o 

[oho] («fys) 

XS8-1 

X©7-3a4fc«3b-C#b^fc>fb^tl(7d)t*5^P i Srl^*U(8a)^$n5>T/V 
X@8-2 
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3 

3 

[0111] X#.8-3 

fcJKiBU (7g)T^$ft£{£KfcKn3->/VT?>'(P f*fl?fi£©W3?»* DICWSClifc 

3 

XifS8-4 

XS8-3-c#fett^b-&*(8<0k:*5it«««aa > &tfP *fcW*h/«i 

r 3 

r 3 

&\zwMmtex<Dffltefc^ p ^boc. p 

r 3 

3 

[0112] GH3f0!l9) 
X@9-l 

-10V-lOQX:\c&\^X0.5-72mffl%fo-tZ)Z.bfc£<0 @ #J<Ofc^(9c)£r#5o 
X@9-2 

2 

2 

2 

[0113] XS9-3 
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IS9-4 

mm£irz>z.b\z£V) n&)<Dik&M9f)%nz>o Mz.\tP i ^b oc , p ^w^mo 

3 3 

[0114] m&no) 

Xgl0-2 

iimo-ix^fitzit^miob)\^ir^m^p 2 ^^^tKX'o s ttyofc 

^(10c)£#3 o 0tJx.(iP ^T/V^/VS, T7/V^S<7)^{iT^-/Vcp7Km 

2 

[0115] X@10-3 

X@10-2-e#e>tifc^^(10c)^DMF, ^on*;VA, fift^V^ft^cD^W 
%k RXfHOBtt£b*<Dm\%toKXm&X2-72mmffiftU ^iM^ttTt 
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I#.10-4 

1 3 

m±\m4:irzzb\z£*) § &)<Dik&mioewm 0 m*.\*p #boc, p tw^m 

1 3 

boc, p ^>^m<Dm^m^mitmmn^s ^J^mmxp z&^ut 

3 3 

i 

[one] GK&ffln) 

Xgll-l 

ffiJR©fc£4&(lla) (P ,P tt»MiJ&ft«£&3fU Y»*~hng, ^7V&, TA^* 

l 2 

mzit&zktcia, p^Fmoc^^^jit^y^^^^^^ffl^-fr 

XSn-2 

x@ii-ir*#^7 t db^(iib)^T/^-/v, T*Mhy^*^©#ii»iiic» 

MU (llc)-e^$ti^T/VxtK\ Sfctt^vCR'fiTA^K Ty-^S«r*U * 

^^hy*-^ ^TyTK^b^^^hy^A^ifoM^j^fflv^R^AL, $ 

[0117] Xgll-3 

2 

£^(lle)&#5 0 flfcifiP ^T/^/vS, Ty^;vm<Dm^nr^—;V^im. 

2 

X@ll-4 

X@ll-3T*#bixfdb^(lle)^DMF, ^no^VA, fiWl/^if©ti» 
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8k &moBtft2<Dmwt:im£xmMw~n#Mffi$+zzb\a& @ to<ntt& 

Xgll-5 

X@ll-4-e#Wcfb^(lle){C^(t5^SP &0P *fcf^tim 

r 3 

mmm^i-^t\z.^ n tooib&mntfc&Zo mz.ttp #boc, p jw^vvs 

r 2 

0^^^m^^»^^#ffl$^^^^i^I^^^I^*^^HgT^D,P,^ 
Boc, P ^-<^^S<D^^«7k*'fb#ffl^ c P, /W^AftfeSft-CP &G&*Ut 

3 3 

r 

[one] ORti&0U2) 
X©12-1 

i»)BW©^b#»(12b)*#5. 
XS12-2 

X@12-l-e#bn/db^(12b)^4o{t^P £&Nrf 5i^£<9 g M<Dfc&® 
(12c)&#5„ 09£liP J&SFtaocO^fcfiiDMF, THF, ifi^^V^iV^fc^PliS 

tv^^ ^-/l^y^ ^^/vT^y^ifo*a^^5-25%*nx.-c, ^ 

[0119] XS12-3 

, iyr/T^mit^m^hv^^om^m^m^^xR^mAir^-t^x^ s 

fc£*Kl2e)ft#5. 
X@l2-4 
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[0120] m&m) 

X@13-l 

DMFtek*<D#m®mmmu (^xm^n^m^mr^mmm^ (pi ttm* 
xm.ux2-72mmmw-r^t^v s m(Dit&mnbwm 0 

1MIZ-2 

TMis-ixnhntcit^minW^T-yMt, h^^tr^Mt^-r^ 0 fflz.\*. 

£thmmmmi-mm(&m&mnm&<Dk&<o\ R^mit^-w^ mm 
±i/W£¥<D^mzM^xm&x2-72mmnw-fz>z.kiz.£V) @ mofc&to 

(13d)£#5 0 
[0121] XS13-3 

X@13-2T*#btlfdb^(13d)^l-30%<DtKn^r^/VT5^(D^^/— THF 
X@13-4 

X@13-3-C#?>tlfc^^^(13e)^ioit5^SPl^^*i-5r^^J:l3 S tfjtf>te 
ftVoZmZo fflx.}f. P ^t-y>dr^^fc7V^(7)^tthy77V^-pS^^if(D^ 

1 

[0122] ^{c«5goft^^tfm^^ov^§gi-5 0 «^off^b^fe^. 
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mumtt. AGE^m^m^B. mmwrn'mm. Kmm&wm. jkjulw 
mm* m%mm$im. mmmm, gsm, e^pt , sag 
mm. mmm&^m&fem<DmmB&wm, r?v-j>timmmim. 

mm. &ftm. mmm. § ^f&mmmi?<Dmimmz3M®<D 

[0123] fc*5, Mft&f Jj^£«iU^ »ftiH£<b*£&* **lf*f StPf*, JBrtL* Iff 

mm. mm. mm\. mm. mnm. %m. vn-^m. 
mmmtm. ^v^y/^m. %m. ^vfm. wm\. mmm^mrnxmrn-r^ 

m\m&&. mz.&. %m\. m&m. %&m. mmm. mmmmm. mm. m 
mm. mm. imm. $mm, a-^-rvm irastt&u mui&mm. « 
mm. mmm. mm\. mm\mmmv^m^^t^x^ 0 &mz 
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[0124] MtW-wmzmi zt, %m, mti-w^ -f^m, m^. fv/v, i% 

n v zt, y^mWis fVTVWu •&7l->m&. 

, JiiE(D#w(cov^^^©K7^^y/<y-^xA(DS^Mi^^k, 

CX&teZiK £«W0. i~iooM%, 0£Uf£O. 3~30Mfi%g 

$-<DWi&. J&Al 0 ¥$tdOO. l-5000mg, »*L<ttl-1000mg, IHlPS#0 
#£\ fifeAl 0 SfctfO. l-1000mg, #£L<f20. 3-300mgCD$alffll*|-C\ 10 — 

o 

[0125] ^HWW^-a-^Sr^HB^JtbT^ffl^^, 0. 05W/V%~5W/V%O^ffl 
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%&m<Dmfeznm-rz>t><Dxut£\<\ 

[0126] mmmi) tYv*l/;VTVsO-m$2-?uuYV^?VV^oy&$. 

TfJ|K©7KlJ^f-V>'fe^2-^nnhy^Vv ? ^(100-200mesh ) L25mmol/g) L00g£r 

^8.88ml£^fvV/!vl^T5K20mn£^ 

%tmLtz<, &wc% ^zAo%^;vrv^-^/—^^MK.xmm.x2mmM 

fit ®»THL mm&ti&DMF. 10%T^-T* % thf, 
[0127] (mW\2) N-Boc-^/V^^ifttKn^^-hO-fi^-^nnhy^U^©^ 

0.962ml(6.25mmol), HOBt 0.844g(6.25mmolX rfTSR<7)N a -Boc- 8 -^V^-L- 
9W%ym. 2.108g(6.25tnmol)^PX.-C^ar'3 0 KiiLfc. £tJ»Tm> 
viry&trxixitivvj*/**/— /K DMF, ^/-/K THF, ^nozM'-k, 
T/KOHiT^^LfCo Z.Z.X*nbtltzUi?^<D 150mg(0. 13mmotf@ ^ 
lmK THFlmU lmol/l*g|'fb^hy^*^lmlSr*DX.T^S'^20^fWSaLfc. 

kj£&t&* vvvstswthf, $mwy-^ mm/DMF, dmf, **y-/K 

[0128] (H*fe0!l3) (S)-2-T^y-4-[(^7^^^-l-^/M5 t /W)T^>'^>'V'#-/V]-N-tKn=¥ 
v-^9^K[ft^No.l]<D^J& 



WO 2005/073180 



56 



PCT/JP2004/019512 



MMM2X^htitcU^iZ.D\C 124mg(0.65mmolX HOBt 87.5mg(0.65nunol)^ 
flfUtDMF 2ml*j!MI^SS»Lfc^fcl-^7f-/M^/WT$>102ing(0.65mmoOSrAP^. 
, ^U-eimmMmLtc 0 S&teT&l'^fcDMF, ;W~/K THF, ^d*;^ 

O^^Ohyy/^n^^24.2mg^&fe@fri:Lr#fCo 
MS(Fab,Pos.) : m/z= 302[M+H] + 
[0129] (Hifi#j4) (S)-2-T5/-4-(4-t-^^7i-/VT57^/V^^V)-N-tKD^^^ 

l-^^VV^yVT^Oftfr 1 ? tC4-t-^^/VT= 1^97 .0mg(0.65mmol)£JS V 
^»J3tl^#©»^ffV^iB©>fb^Ohy7/^ng^^32.0mg^S^@#: 

MS(Fab,Pos.) : m/z= 294[M+H] + 
[0130] (S)-2-T^y-4-(4-77^n^^/VT5y^/^-/V)-N-tKPdri/^ 

l-^7^/M^T5^0ft^ ( 9(C4-7/^n^<^^T5:y81.3mg(0.65mmol)^ffl 
V^^jt^j3tl^il^^tTV^iEO>fb^©hy77^P^M9.2mg?rafe@ 

MS(Fab,Pos.) : m/z= 270[M+H] + 

(HJfe#j6) (S)-2-T$7-4-(4-t-^5 L /V^V^/VT$/*/^^)-N-tKodri/7 f ^ 
7^KWb^No.4]<^»^ 
l-^7^M^/VT5>^ftt>0{-4-t-^/^^^T5^106.1mg(0.65mmol)^ 

MS(Fab,Pos.) : m/z= 308[M+H] + 
[0131] mmmi) (S)-2-T5/-4^^P^v-/VT57*/VfcyW)-N-tKP^e/^75K 
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MS(Fab,Pos.) : m/z= 244[M+H] + 

l-*-)-7i-/l'^;VTVs(D<Xk) v ) \Z.2,2-i/y*.=->V^;VT^y\ 19. lmg(0.65mmol) 

MS(Fab,Pos.) : m/z= 342[M+H] + 
[0132] mmm$) (S)-2-T^y-4-(t 0 y^^-2-^M^/VT5y^/V^^V)-N-t:Kn^^ 
^75KMb^^No.7]<D^ 
l-i-y^-/\s^/\sTVy<DiXt><0 (v!2-t:' > 3y/PT$^70.3mg(0.65mmol)^ V ^T^Ji 

^siiwiiio^^m^ffl^b^^hy^^^^^is.gmg^e^s^L-c 

MS(Fab,Pos.) : m/z= 253[M+H] + 

1-^-7^/Vy ^WT^tf>ft:b9 {£N-^v?/V-N-^/VT^78.8mg (0.65mmol) 
V ^T||}&#|3£ |^#<D jgsft^V MU<Dit&m<D HJ :7/l^ng^ifi27 . lmg* 

MS(Fab,Pos.) : m/z= 266[M+H] + 
[0133] mi&Ml 1) (S)-2-T5/-4-(> ? ^^/VT5y^/^^/V)-N-tKn^-X/^75KWt: 
^>No.9]tf)^fi)c 

l-^7^/^y^7^T5^©f^^^^Cv?3:^;^T5y47.5mg(0.65rIlmol)^fflV^T^ife 
MS(Fab,Pos.) : m/z= 218[M+H] + 
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fls£4feNo.l0]©£>fifc 
l-^7^/^^/VT^^ft^O(Cfc°^y^>'55.3mg(O.65mmo])SrfflV>T^]!fe0 f y3i: 

MS(Fab,Pos.) : m/z= 230[M+H] + 
[0134] (Hife^|13) (S)-2-T5/-4-(T^-7^^-l-^/VT5y^/V#-/V')-N-fcKo^^ 
f-95KWk^No.ll]©^|fi 

l-^7^/V^/VT^y(Dft^^fCl-T5:/Ty-7^^98.3mg(0.65nimol)^V^T 
»^3^|^#(D^^V^fBO^^tl^hy^^n«^9.5mg^efe@fri: 

MS(Fab,Pos.) : m/z= 296[M+H] + 

(HJfefll 14) (S)-2-T^7-4-H^v ; ^T5yi7/l-fc/^)-N-tKn^^^75KWb 
^No.l2]CD^J& 

l-^^^/^^/WT^^Of^^OtC^^/WT^^eQ.em^O.eSnunoOSrfflV^r^JS 
^3il^#0^^fTV^fB©'fb^^hy77W^-ng^^l3.4mg^fife@^LT 

MS(Fab,Pos.) : m/z= 252[M+H] + 
[0135] mMWlS) N^Boc-^/^^^tKnar^-hO-m^-^PDhyf-yH/^V^^ 

^^JlT*#^fctKn^^-m^^l.98g(2.50mmolffi^)^H^^tv: 
Atl> WSCI 1.197g(6.25mmol), HOBt 0.676g(5.00mmol), S.t/rfJfigON 0 

-Boc-N 5 -Fmoc-^-/Vn^^ 2.270g(0.625mmol)^Ox.r^a i: PT*24^rBlM^LfCo 
Btfi^T^ ^✓SrDMF lmol/BttafcicS&Su M*. THF, 

^No.l3]0^ 

^WJl7T'#^fcl/^^116mg(0J0nimolt@^)^SiS^{-^i-t^ , 920%t°-^!J 
^DMF^^2mlSrAn^T3Nfra^Lfc 0 ££l»7m> W^SrDMF 
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% J# /— /K THF, ^na*M, ^—^/V(DW?ffi&\JZ-o ^tU-WSCI^S 
57.5mg(0.3mmol). HOBt 27.0mg(0.2mmol)£*g$?LfcDMF 2m\\Z$$m. 
12.1mg(0.2mmol)^P^rgtt-e7B#F^Sl[bfCo m&m'fe. 

24.9mgS:6feHfl&LT#fc. 
MS(Fab,Pos.) : m/z= 190[M+H] + 
[0136] (££0917) (S)-2-T5/-5--<^yW/VT5y-<^/^y^T^KtKn^VT^K[jb 

MS(Fab,Pos.) : m/z= 252[M+H] + 

v-T^KWb^No.15]©^ 
^O^t)9^4-=hn^m#^33.4mg(0.20nimol)SrffiV>T^^16tlll#©lft 

MS(Fab,Pos.) : m/z= 297[M+H] + 
[0137] iMffiMW) (S)-2-T*/-5<4:-~hv7^/l'T±^J\'T^/)^y?My?Ti/yVK 

KP^v-T^KMb^No.16]©^ 
^(D^^9^4-^hn7i-/V^36.2mg(0.20mmol)^fflV^T^WJl6i:[Sl^© 

MS(Fab,Pos.) : m/z= 311[M+H] + 

(»F!)20) (s)-2-T^y-5^7^w^-i--f/v-*/v^-/vT^/)^y^/^y^Tv 

s/KtKn^r^T^KMb-a-^lNo.17]©^ 
^©ft^^l-l-^7^W^^34.4mg(0.20mmol)^V^»f!ll6i:|^il(D# 
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MS(Fab,Pos.) : m/z= 302[M+H] + 
[0138] (S)-2-T$;-5<i-7*^>-2-4/l'-$/l'tf~/VT%S)^>?My?Ti' 

MS(Fab,Pos.) : m/z= 302[M+H] + 

(£Mm22) (S)-2-T^/-5<i/?u^*i//VT±^;l'T^;)^y#My?Ti/yVhV 
^<D^9^C^P^^>7^^28.4^lg(0.20mmol)^fflV^T^ifeF!ll6i:l^#(D 

MS(Fab,Pos.) : m/z= 272[M+H] + 
[0139] (Hife#|23) (S)-2-T^/-5-(A-^uu^y4^T^)^y^My^y^hV^ 
i/T^bVk&mNo.20']<D&J$. 

mm<7)i\t> <9 \Z.A-Z o ngc&»3 1 .2mg(0. 20mmol)&/8 V ^HJfe^J 1 6k 
fls&?TV ^IB<D^^©hy7/^n^^Ll5.6mg^ &£Sft:tLT#fCo 
MS(Fab,Pos.) : m/z= 286,288[M+H] + 

CMmm2A) (S)-2-T*/-5-i?7^frT±^;i'T^;^>?My?Ti/yb°tb°v* 
fTmik&mNo.21]<D&)& 

mm(D^m{z^y^^mm42Amgio.20mmoi)^m\^xmmmi6tmm(Dmi¥ 

MS(Fab,Pos.) : m/z= 342[M+H] + 
[0140] (mMM25) (S)-2-T^/-5-(2-\fy^/V-A-4^T±^T^)^<>^My^T^ 
yYKb*v*i/Tmik-&VdHo.22]<D&& 
^c0ft^0{-4-7^=/^m#^39.6mg(0.20mmol)^fflV^^»J16i:^^O 

^€rm ^mm<Dik&M<DbV7/i'*vmmm6Jmgz&&mfckLxnti 0 

MS(Fab,Pos.) : m/z= 342[M+H] + 

(mmM26) (sy2-r^/-5^,5-y-t-y^/vy^/vr±^/PT^y)^y^M^ 

Tv-yKtKo^r^T^FWb-a-^No.23]^^ 
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^(D^t)^t-3,5-v ? -t-y^^^S#^46.9mg(O.2Ommol)^V^-C^Ji0^Jl6i 
MS(Fab,Pos.) : m/z= 364[M+H] + 

£^No.24]tf)-£-J& 

I^$?(£ftfc?9l;ifcVVl^20.4mg^^^ 
^fB^k^^MJ7/V^-nf^^l7.2mg^fife@^i:L-C#fc 0 

MS(Fab,Pos.) : m/z= 232[M+H] + 

[0141] mMM28) (s)-2-r^/-5-^vi\i o ^T^y^^M^r^h^v^yr^nit 

-^No.25]tf)^J& 

^^J15^#^fcV^>-150mg(0.13mmofflS)^)S^{-^^^ , 320%t^y 
v?^DMF^2ml^PX.T3NFF^MMLfe 0 KJ»T^L *»lrl&t, Wv?^£DMF 
, /K THF, ^nd*;VA % ^-^/VOli-e^L/Co ift£THF lmUcML 

^Pt o ^T^tK37.8mg(0.65mmol)^PX.,^Ty*^b* ( >^i-hy , >-^ 
40.8mg(0.65mmol)&^^0.05ml^»Lr v c^^7-/Vlml^D^-C^ST?22^F^ 
^MLfc 0 SJ^i^Tm, mm^^y^DMF, MJ-JK THF % ^nn*/K^ ai 

MS(Fab,Pos.) : m/z= 232[M+H] + 

[0142] (mMM29) (s)-2-r^-5-^yf-/vr^/^y^M^T^yb^^yT^n 

it&mo.26]<D&J& 
^nt o ^yT^fcK<7)f^t)^^L-C^^T/VTtK56.0mg(0.65nimol)?:fflV^^ 

mm28tmm<Dmi¥^no^t^xm^<Dit^mobvy^^B^.2mg^^ 
mfttLxmco 

MS(Fab,Pos.) : m/z= 288[M+H] + 

(HJiF!|30) (S)-2-T5y-5-^n^^/VT5;y^^^y^^Ti/^FfcKndrVT? 
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^^t^>T/^^tK(Dft^^i:Lr^P^i^7>63.8mg(0.65mmol)^V^T^ 
MS(Fab,Pos.) : m/z= 230[M+H] + 

(Hife#!J31) (S)-2-T5/-5-[^-(4-^^yW^^/V)T?y]-<^y^y^T^K 

-fu t°^-^ T/Vf W(Dftfr<QtLXbLX p-h/W/VT/^'tK78. lmg(0.65mmol)£ 

3.6mgZ&&®fckVXmz 0 
MS(Fab,Pos.) : m/z= 356[M+H] + 
[0143] (HiS01j32) N°-Boc-4-T$773izi/^T^VtKo^-f-^— hO-fe&2-?vvh ] )3' 

^WJlX^tnfc^^l.SlgCl.eSmmolffi^^SJS^t-A^ WSCI^^ 
1.25g(6.53mmol), HOBt 0.869g(6.43mmolX SU ? rf?ISON 0 -Boc-(4-N-FmocT5/) 
7m^T7-^2.27g(6.52mmol)^P^r^?a-r72f^r P 0^ML/c o H/SI&T^ S 
J»»t, Wv^SrDMF, 0.2mol/1^^7k^, 

^*y-/K thf, ^pp^a, ^-x/vr^^Lfco ^.(Dv^^mmk, 
2§%\f^^yxMvm&*n^xm^x%nxmm^o kj&ht@l 

[0144] (HSfe#iJ33) (SH-T^y-S^-T-fe^/VT^/^i^y^-N-tKn^i/^nt^VT^ 
mt&mo.29]<D&$. 

IIM32-e#e>tLfcWv ? ^130mg(0.12minoltB^)^t: o yv ? VlmK ^nPzJvWxlmlv? 
^^•/VT5/t°0v?y73.3mg(0.60mmol)(D?i'a-^^, &U*M7kg^61.3mg(0.60mmol) 

ztoz., mux2 b r^MLfco £»r#, mmzm. wvv^dmf, ^/-/v 

, THF, ^on^/VA, ^PP/3vW*/^/— /Vjg^Mu x/KDj®T*gfe^LfCo - 
<DU^V(C30%hy^/^D^/^nn*/VA^^D^-C^^T*2l^r H ^MLfc o S 
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MS(Fab,Pos.) : m/z= 238[M+H] + 

[0145] (mmmu) ^7v-HH^f/w<^/wi'-7xs#i:^ 

il^^^t?9tLTp-b/V-f/V^^^y^K92.8mg(0.60inmol)^fflV^T^lifef!l33 
MS(Fab,Pos.) : m/z= 314[M+H] + 

mimtt) (S)-2-T^y-3-(4-/^n^T^/7^/W)-N-t:KPdr^nt^T 
MS(Fab,Pos.) : m/z= 280[M+H] + 

(«#>J36) (S)-2-T$y-3-(4-tV^^T577^/W)-N-KKi3^vyat , ^->'T 

5KHb6*No.3a©£ri6 
»^(Dft^^^LTtV^!Jyi?^P^K72.3mg(0.60mmol)^fflV^^ii^j33^ 

MS(Fab,Pos.) : m/z= 280[M+H] + 
[0146] (»$J37) (S)-2-T^/-3^4-[2-(4-7/^^-^7 3 :^/^)T-fe^/^T5y]-7^^/^ 
}- N -tKa^^nfc'^-yT^KMb^No.33]0^ 

^7k^^Of-tt>'9i:LT4-7;V^-o^m#^c i 7^K95.1mg(0.60mmol)SrfflV^-C 
«F!|33^|^#«^^i0^iE^b^Ohy7/^D^^18.6mg^afe@^ 

MS(Fab,Pos.) : m/z= 332[M+H] + 

(HJif!j38) (S)-2-T5y-3-[4-(hyV3iy-4-^^/V*=/VT5/)7^=/V]- N-tK 

p^^Ptr^-yr^KMb^No.34](D-g-^ 

M*^©^^ 1 ? tL-C4-WV3i^/V*^^n^Kl 14.4mg (0.60mmol)$rffl V * 
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MS(Fab,Pos.) : m/z= 350[M+H] + 

(MWi&9) (S)-2-T^/-3-[4-(4-hy7/^n^f-/V7^=/V^WK)7j:=/V]-N- 
tKndr->^nt°^T5K[^^No.35]<D^ 

mmmo.5mgz&&mfctLxntc 0 

MS(Fab,Pos.) : m/z= 383[M+H] + 
[0147] mmm) (S)-2-T^y-3-(4-^h^^/V#^T^y7^=yV)-N-tFD^^D 

^yT5KMb^No.36]o£-j& 

M7K^»ft^^^LT^np^^^56.7mg(0.60mmol)^jlV^^f!l33i:l^ 

m<Dmmz.xmm(D^^(Dhvy^^mmm&.0mg^&^m^t^xmz o 

MS(Fab,Pos.) : m/z= 254[M+H] + 

(Hi&#!J41) (S)-2-TV-3-(4-^^/VT5;y^/W^^/W7i^V)-N-tKci=¥i/ 

:/nt°^T5K[te^jNo.37]tf)^$ 

M7K^^Of^t?^iLT^^/^^/W^^•-^/^^^^K64.5mg(0.60mmol)?rffiV^T 
«F!l33i[Wl1i(D^^J;i9^iEO^^©hy7/V^n^^7.0mg^efe@#:<b 
LXWco 

MS(Fab,Pos.) : m/z= 267[M+H] + 
[0148] (Hit#ij42) (S)-2-T5y-3-(4-^7°nt°yVT5:/-l-7^^/V)-N-tKn : 3ri/7 P Pfc°^- 
^T^K[te^No.38]£>1^)c 

^M0>J32T-#^tLfcUv ? ^14Omg(0. 13mmotfB e^)£THF lmHcS^b^n fcTtf- W 
7V-rtK37.8mg(0.65mmol)^Dx., •^T/7K^b^ I >*'thy , ?-^40.8mg(0.65nunol)S. 
U?^^0.05mHr^Lfc^^y-/Hml^Px.-C^^-e2 0 ffl^^LfCo ®»7m 
, ^£B&#V> ? >£DMF, /K THF, ^nn*;^, ^-^(DlliTift^L 

fc e ^<OU^{C30%by7/V^a^/^nn^A^2ml^P^^^T*2^F^jt^ 

Lfd 0 &j»t&> mm>iZ£m§btitmmtuv>zfcftLtc®mmi£xmmz 
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MS(Fab,Pos.) : m/z= 280[M+H] + 

MS(Fab,Pos.) : m/z= 300[M+H] + 
[0149] («#J44) (S)-2-T$y-3-(4--ha7*^)-N-tKn^^nt^^T^KWb^ 

tlNo.40]©^ 

7— ^201.7mg(0.65mmol), HOBt87.8mg(0.65mmol) % &tAVSCI&^ 
124.6mg(0.65mmol)£DMF 1.5mltC^«?LfcS«^P^. M"C21«fWi8SiUfc. 

i^SrDMF, M/-^ ^-x/v-e»L 

MS(Fab,Pos.) : m/z= 226[M+H] + 
'H-NMR^OOMHz.DMSOd ): 5 = 

6 

3.1K1H, dd, J=13.4,6.8Hz), 3.15(1H, dd, J=13.4, 6.4Hz), 3.83(1H, m), 7.50(2H, d, 
J=8.0Hz), 8.22(2H, d, J= 8.0Hz), 8.36(2H, brs), 9.32(1H, s), 10.99(1H, s). 

[0150] (Hifc0t|45) 4-^y^/PTy^^^^-V0-mm-^vib^/vu^y 

Hife^Jl^#bH^^>1.08g(1.3mmolti^)^SfS^tCAtl, DIC 0.397ml 
(2.3 mmol), HOBt 0.262g(1.94mmol), &lJ?mi£©N 0 -Fmoc-4-~hn7^/VT7~ 
i/1.02g(2.3mniol)^Px.-C18^ra > £fi*fc«V^*-;&-^jgaLfc. 
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7$, $«E£I&#, DMF, THF, ^Pa*Mti^Lfc. Z.<DVi?V\Z. 

25%fc^y^WDMF lOmM^T, H$IHJf»Lfc. KJfc&T&s l/v> 
>£DMF, MJ—)^ THF, /K fvxnfc/VA, WJ—)V, ^nn*/VA, ji— 

[0151] (^Jfe0!|46) (S)-2-^<^v ; /VT5:/-3-(4-^hu7 ;E ^)-N-t:KD^^Dt 0 ^->'T5 
TOfc£*No.41]©#J* 

»0!|45-C#^tlfc^i/y 150mg(0 .15mmolti ^)$r^Pd*/VA2mH^^L, ^ 
XT/l^rfcK79.6mg(0.75minolX ^Vdr^7-^-^>iiS^P^4.5^F^ML^ 0 

lmK /Uml^Px., ^^tC7K^b*!?^MJ^A17.0mg(0.45mmol)^P 

;tT^MT*2 0 F^^b/to Rfofc-m, ^^DMF/tK, DMF, ^ 

A\ THF, ^pp*^A, ^-^/KDjII-egfe^Lfco ^tb^l0%hy7/V^-n|^^/^ 

LT#7C 0 

MS(Fab,Pos.) : m/z= 316[M+H] + 
[0152] (Hife^!l47) (S)-2-(t°y^V-2-^/^5 L /V')T^/-3-(4--hD7^=^)-N-fcKo^e/ 
^ , dt°^-^T^K['fb^No.42]<D^ 

^yXT/V*rty(DWt> } 0 {^2-t°y ^#/V#T/l^fcR80.3mg(0.75mmol)£ffl V >T 
^»j46t|^#©S^tfV^fB©^^^»hy7^ng^^9.3mg«||fe@ 

MS(Fab,Pos.) : m/z= 317[M+H] + 

KMb^No.43]©^ 

^yX7/Vft b*(Dftt>V) {C^nt o ^-^T/V^tK44.3mg(0.75mmol)^ffl V ^T^Ji 
^j46^P#O^^tfV^-sE©^^Ohy7/V^-n^^8.0mg^^ll^<tL 
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MS(Fab,Pos.) : m/z= 268[M+H] + 

(S)-2-^D^^/M^T5/-3-(4-^hP7^^/V)-N-fcKo d rv'7° 

Pfc^T5KDffc^No.44]£>-£j£ 
^ypCT/lsftWiXt)*) ^y^n^^V^jfVi^T )V=f t K84. lmg(0.75mmol)£ffl 

MS(Fab,Pos.) : m/z= 322[M+H] + 
[0153] (Hife#j50) (S^-^y^PfcVVT^y-S^-^hn^^^-N-tKn^^nt^y 

$m&l4SX*nt>tltc]/i?y 150mg(0.15mmolt@ ^)£f£j^PU/JvVAlmU 
/MmlldifflU T-feh>43.6mg(0.75mmol), ^T/^C^k^^HJ^ 
47.1ing(OJ5niinoO^^TgWKiOpHSr4fcPttUrSa"C2 0 Pfl«SliL/c 0 
(C20%hy7/V^n^/^an*;V^^2ml^0^r^a-e2^ra^Lfc 0 ^5ii{- 

MS(Fab,Pos.) : m/z= 268[M+Kf 

(2Ufe#)51) (S)-2-^^n^^VT^y-3-(4-^hP7^^^)-N-tKndrv'y > nt 0 ^- 

r^h^^*3!5lC^n^^/W3.6mg(0J5mmol)SrffiV^T^^j50i:l^^ 

MS(Fab,Pos.) : m/z= 308[M+H] + 
[0154] (HJ6^52) (S)-Ml-^^^y^^-^)7'5y-3-<4-^hn7*^)-N-tKn 
df^7 c Pt^yT5KWb-^^JNo.47](0^ 
T^b^f^^^ l-^^/Vt^y ^y-4^84.9mg(0.75mmol)?rffl V ^T^JS^J50 

MS(Fab,Pos.) : m/z= 323[M+H] + 



WO 2005/073180 



68 



PCT/JP2004/019512 



rtTlROWangU^^y^U^tei^, 100-200/-;/v^ DVB 1%) 2.01g(2.20mmol 
ffi^)*DMF lOmltCjBiRU ffi(DN a -Boc-^ni/>1.253g (4.40mmol\ HOBt 
594.7mg(4.40mmol), RUDMAP 41mg(0.33mmol)^P^fc o ^(CDIC 
510ml(4.40mmol)^nx.T^MTn ti W»Lfco KffcifcTSL Rj£ifc&ii»JU ?v 
o*M> DMF, ^-TVVTife^U W*BI±*fr-CRj£SrfTofc. 

, DMF, ^nn*M/^7-/«, *unjflvK6> % re— ^-(SfeifK ^j^Ufc 0 - 
tLi-20%t^y> ? >-/DMm^^P^, ^S-e30^KSfiL^. KJ£*I7^ KJSiS 
fcitBUU 595Si-^nD*MiI, ^onjJvVA**/— DMF, fuwfc/v 

[0155] (S)-2-T5:7-N-tKP^v'-3-(4-7 3 i^^V^^i-7V)7 P nt 0 ^-^ 
T5K[^fc-a*No.48]©^ 

Hife^j53-e#6>tlfcl/v ? >'200mg(0. 16mmotf@ ^^W^/V^y^mm 
g(0.48mmol)(DTHF/^nn7}vW>(=l/l)^j£ 2m\KMML, yx.^;VT;V^—;V 
SS.emgCO^SmmoOS^^^Ty^/V^V^J^Tx DEADtiBf) 40%h/Kty 
^0.22ml(0.48mmol)^P^T^®-T?28^r B m#LfCo S^H-T#> Kf£ift£»BiJ 
U DMF, THF % /K ^phtJvW^ ^np*;VA^^;-/V^i, a^A-yl/T* 

ftitK fi&MLfco ii{cl2.5%tKti^/VT5>'©THF/^y-;v/*(=2/l/l)SSK«r 

MS(Fab,Pos.) : m/z= 301[M+H] + 
[0156] (mnM55) (S)-2-T5/-N-tKD^>'-3-(4-^ , nfcVV^-^v/7 3 i^/V)ynt°^-^T^ 
Km-^No.49]tf>£fiE 
7^^^T/^-/KDft^ , 9<!:LTl-yo/NV— ^28.8mg(0.48nunol)^fflV^T^ 
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MS(Fab,Pos.) : m/z= 239[M+H] + 

(H160!|56) (S)-2-T57-N-tKn^>--3-{4-[2-( ; e/V*!;y-4--r7V)^h^i/]^^- 
7=Jtf'A'Tftx*— fV(D\Xt> } 0t\^X2~^:;VM/^/— /V63.0mg (0.48mmol)£ffl 

mn&m&tLxntzo 

MS(Fab,Pos.) : m/z= 310[M+H] + 
[0157] (HI6#ij57) N a -Boc-f-ni/^tKn^f-^"hO-W2-^nahiJ^/Vlxv?y(©^ 
llife^lTi#^fcW^>-1.91g(1.93mmolffi^)^miS^N 0 -Boc-f-n^>' 
1.360g(3.86mniol\ HOBt 652mg(4.82mmol)£DMF10ml«»Lfc^ldi^U)IC 
0.74ml(5.79mmol)^nx.fCo mUXZUmUmUt 0 Rfomiik. Rmmzmmu 
DMF, p«*y>— /K THF. ^pptM^ ^qaTKM^y-^il, ^^/V^— r 
^-CifeifK ffcfliU^ ^tU^?/— /V5mU THF 5mk lmol/l7K^fc^y?-M<^ 

/DMF, DMF, /K ^nn*M ( 7VK?$:*£U ^tf2£>VvV£r#7c 0 

[0158] (*Ji0fj58) (S)-2-T5y-N-tKndr^-3-(4-^^/V^^^^/V)^ P nfc^>T5K 

[^-a^No.51]©-^ 
»f!l57r*#^^V^>200mg(0.l9mmol1 : i^)^DMF2mlS.U ? 7Ki^^^hy^^ 

(60%) 15mg(0.38mmol)^U^^?a-C40^^«Lfc o ^^{C3>^b^^^ 

eg^mgCo^SmmoD^tim^Pxi-c^ta^s^Fflit^Lfco £BS^7^ 

i/vV£DMF/7k, ^nn/jvwv^/-/K dmf, ^/-/k 

THF, ^an/JvKk, a— f/K'^tfc. i^(-25%hy^^-ng^^ao^A^ 

m^xmm^^Ltco^m^Mm^mmmm^y^^xmm-^tK^m 
^^m^y/v^ximmm^mg^^m^thxmt^ 

MS(Fab,Pos.) : m/z= 253[M+H] + 
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[0159] (HJ601J59) (S)-2-T5:y-N-tKD^ri/-3-(4— ^f^v^i^/^^T 
$K[^k^»No.52]©^ja 

MS(Fab,Pos.) : m/z= 267[M+H] + 

(S)-2-T^y-N-tKn^iX-3-[4-(4-7/^n^y^^dr-->)7^;V] 

^ntfij-yT$K[^fc#lfcNo.53]©#J* 

MS(Fab,Pos.) : m/z= 305[M+H] + 
[0160] (Hife0»j61) (S)-2-T^y-N-tKn^^-3-[4-(^7^V>'-2-^M^/V^-^i/)7i 
^/V]7 P nt 0 ^T^KMk-^tlNo.54]©^ 

3^t^>-Oft;fr9£LT2-^7^1/^^/l^P7-f K67. lmg (0.38mmol)£rffl V ^X 
^^j58iP#(Z)#^^it(Cj;9^E^^^^lOhy7/^ag^^2.0mg^ 

MS(Fab,Pos.) : m/z= 337[M+H] + 

(Hjfe0»J62) (S)-2-T^y-N-tKn^iX-3-[4-(2-^nD-<^^/V^-df-v')7^/V]yn 
br^-W5K[fl2-e*No.55]©^ 

MS(Fab,Pos.) : m/z= 321,323[M+H] + 

(^5I^J63) (S)-2-T^y-N-fcKn=¥v'-3-[4-(4-hy7/V^-p^/V-<^v?/V^-^^) 
^^^^ynt^^T^KMk^No.be]©^^ 
3^t^>-(D^^0tLrh!J7y^ny^V^^^^D7^K73.9mg(0.38mmol) 

^m^x^mm58tmm<Dm^m^t^xmtMt^m<Dhvy/v^mmm. 
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MS(Fab,Pos.) : m/z= 355[M+H] + 
[0161] (mmmte) (S)-2-T5/-N-tKa^^-3-[4-(2,3,4,5,6-^V^7/^i3-<^^ 

MS(Fab,Pos.) : m/z= 377[M+H] + 

^i£f!ll^#bH7cV^>961.5mg(1.20mraolffi^)^S)SW^f-AtT/> DIC 
0.577ml(4.8mmol), HOBt 0.844g(6. 211111101), &t/mMON a -Boc-N ,n -;}Vl^/Vh!J:/ 
h^T^ 1.262g(3.61mmol)^P^T^a-e20^P^«mLfc o SJ£^7#. 
, DMF, THF, ?w*/lsJ»X°mfrU IfcflfeLfc, ^t^DMF lOml&tf fcK 

DMF, /K THF> ^tmsjvVA, *9J—^ ^EiO/jvW>. % ^— x 

[0162] («^66) (S)-2-T^/-3-[l-(2 ) 4-v ? 7/^o-<^v ? ^)-lH-H'^K-/W3-l' /V] 
-N-tKndri/^nt°^-yT^KMb'a-^No.58](D'a'^ 

«^J65-C#^fcv^yi50mg (0.13mmol^)£DMF3mH^®U ^irv"> 
A84.7mg(0.26mmol),24-^7/V^o^^/^i3^K53.8mg(0.26mmol)^P^-C 

0 KH^Ut, SJ^^T^, «£&V ^DMF, ^n$M/^y-/K 
THF, ^Pn*M, ^-x/VT^^L7t 0 ^^W/KtPgW^a^i^ 
^2ml^D^T^^2^FflMLfc 0 ^ii^J:^#^tvfcMtV^«^b« 

^^fB^^^^hy^/^^^^^^mg^^^Hfr^bX^tT^, 

MS(Fab,Pos.) : m/z= 346[M+H] + 
[0163] («$J67) (S)-2-T^/-3-[H4-hy7/^i3^^/V^V^>-lH-r^K-/W3-^ 
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MS(Fab,Pos.) : m/z= 378[M+H] + 

(5U&#!]68) (S)-2-T5:y-3-[l-(3-p<^-4-=hP^^v ? ^)-lH-^yK-^-3-^W 
]-N-tKndri/7 B nt°^-^T^KMb'a'^No.60](D^ 

MMW65X*mbtltc]si?>l50mg (0.13mmol+B^)^THF3ml{Cil^L, 3-^fvV 
-4-^ho-<>^T/Vn— /k48.3mg(0.26mmol), hy^^-^^^^V 
68.2mg(0.26mmol) % DEAD 40%^V3i^^ 0.118ml(0.26mmol)^Px.r^S-C24^F 
HUffi^LfCo SJ&^T^ ^KI^V^XDMF, ^np*/WV^/-/K THF, ^nn 
sfc/W^ rr— 7^/V-ei5fc^L/c„ *tl^30%hy7/V^-P§^^/^Pn^^^2ml^7JD 

xmrnz^ikistco mm*mte% mmmm^^^xmm-r^ti^ mm<D 
4k&®<DhV7**mmm.6mgzmn&mftkisxmc 0 

MS(Fab,Pos.) : m/z= 369[M+H] + 
[0164] (MM&m) (S)-2-T5:7-3-[l-(2-7^=/V^^^)-lH-^>K— /W3->f/V]-N-tK 

31.7(0.26mmol)^fflV^||ji^68t[l#(D^^5^^^J:^^iE(D>fb^^Ohy 
MS(Fab,Pos.) : m/z= 324[M+H] + 

(mfe#j70) 2-Boc-T5y-4-(2-T5:77^^/V*/W^^--i'/U)-^y5/^T>'5/KtK 

^ife^!j2T*#btt7c:V^yi.l867g(1.07mmol+a^)^DMF 15ml^Mbo-7^^ 
^7^347mg(3.21nunol), HOBt 433.8mg(3.21mmol)^7JP^7to ^KDIC 
0.37ml(3.21mmol)$:7JPx:T^MT'3 0 BflSSUt, £J»T#. S»^S'JL, ? 
nn^A, DMF> ^-x/Wt?gfe#, ^^-r^^.bt-i^^fBOl/^^TCo 
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[0165] mmm) (s)-2-r^-^-^^-Hi-^^>-m-^y^^/-^-2--f 

»^j70-e#t>tlfcVv ? y^l40mg(0.11mmol^^)^5%^-/Vhg^^^/THF^ 
$lmlfc!»»U ^nt°^-yT^TtK31.9mg(0.55mmol)^PX., £MX*mfflMWLL 

R.fom.ZWtlU DMF N THF, ?nwfc;V^ ^nn*;W^;-« 

ilfc«:at®U v^y^m. 2ml-e&#U ^&$fc<0KJfc#tdN;t«*8L;fco 

MS(Fab,Pos.) : m/z= 277[M+H] + 
[0166] (^^1J72) (S)-2-T^y-N-fcKndf^-4-(l-7^f-^-lH--<>'X-r^y-^ 

-2-^)^^K[te^No.63](D^)c 
^Pt°^>'T7^tK<7)ft*3|9iLT7^^ir^VT/Vf f tK66Jmg(0.55mmol)^ffl 

v^r«f!l7ltl^#«#^T5Clii-j:9^fE^b^®^y^^ ^ ^^ 

12.4mg£ &&@ft£L-t#TC 0 
MS(Fab,Pos.) : m/z= 339[M+H] + 

mWrni) (S)-2-T5y-N-fcKn^^-4-[l-(4-=hn^yi?/V)-lH-^yX^^^/ 

-/W2-^/V]^75KMt^No.64]<D-£$ 
7 p ofc°^^T/V7 f tK^f^t>l9^Lr4-=ha^>'XT/Wf f tK83.1mg(0.55irimol)^ffl 

12.2mg&6£@ft£L-C#fc 0 
MS(Fab,Pos.) : m/z= 370[M+H] + 

mWffllb (S)-2-T5/-N-tKndri/-4-(l-^^/V-lH-^X^ f*-2r 
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^ofc 0 ^^T/^^tKOft^^9i:L-C^ : ^:EiT/^y ^ tK47.4mg(0.55mmol)^fflV^T^ 

MS(Fab,Pos.) : m/z= 305[M+H] + 
[0167] (Sh2-r^/-N-hV^^-4:-[l<2-^h^^^M-lH-^^4^y 

MMWOX-ntbtltcUity 125mg(0. 150mmotfl ^)(^THF lm\Rm-/h^y^<y 
XT/l-xtKl02mg(0.75mmol)^P^, Vj&mt-fcV'M'+YW^ 
47. lmg(0.75mmol)S. I^JvH3W!W/M). lml£^/— /MmH^fifLfc^^P 

^-r, h mMWLtc 0 %.fowr'&. BLfom&mi\u **/-/^ dmf, thf 

$t£ft<A£j£»*P;t^iLfc 6 d^iw^^mitttti^^A-effl^L, 

Ltz 0 mm*mm^mmmm^y^x^xmmir^tiz.xmB<D^m(Dh^y 
;i<*u%fMm.3mgz &&mfcbi,xmc< > 

MS(Fab,Pos.) : m/z= 355[M+H] + 
[0168] ('MM® !)76) (S)-2-T^/-N-tKndrV-4-[l-(t 0 y ^-H/W/l'H H-^XV 

^y°~/v-2-4^]7^7mik&mo.m<D&j& 

2-^h^i/^^XT/VxtKOftt)0^LT2-t°!Jv ? y*/V^T/VT f tK 
80.3mg(0.75mmoI)^V^r|lii^j75^(^^(D^^m^<b{-J;0^fBO>f^tl(Dh 

MS(Fab,Pos.) : m/z= 326[M+H] + 

(HWJ77) (S)-2-T^y-N-tKP^r^-4-(l-^/WlH-^>'X^yy-/V-2-f 
/V)^7SKWb^No.68]tf>-£$ 
2-^h^r^yX7/Vf t K4>ft;b!!> ^L-C^f-/VT/V7 f tK54. lmg(0.75mmol)£ffl 
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MS(Fab,Pos.) : m/z= 291[M+H] + 
'H-NMR(500MHz ( DMSO-d +D 0): 8 = 

6 2 

0.93(3H,t,J=7.3Hz),1.36(2H,sext,J=7.3Hz),1.75(2H,quintJ=7.3Hz),2.29(2H,m),3.15( 
2H ) m),3.82(lH > t > J=6.6Hz),4.33(2H,t 1 J=7.3Hz) ( 7.48-7.54(2H ) m) ( 7.75(lH ) d,J=6.8Hz) 

,7.85(lH,dJ=6.8Hz). 

[0169] mnWS) (S)-2-T^y-N-tKn^^-4-(l-^^7V-lH-<yX^^V-;V-2-'l' 
2-^h^^^^XT^XtK©^^^ib^^^^ w -^96.2mg(0.75mmol)?rfflV^r 

MS(Fab,Pos.) : m/z= 348[M+H] + 

(HSS#J79) (S)-2-T^y-N-tKci d r^-4-(l-^D^df.^/V^^/V-lH-<yX-|'5 
^ N /-/V-2-^/V)^f-7^K[^^No.70](O^ 

2-p<h^^^XT;VxtKO^^^tLr^^n^-9-^^T;V7 i 't:F 
84.1mg(0.75mmol)^fflV^ifef>l75^lHl#0^^m^t^i^^ie^^Ob 
]) :7/V^a@^&3.4mg£ fi &@#:£LT#fCo 
MS(Fab,Pos.) : m/z= 33l[M+H] + 

(«#|80) (S)-2-T^/-N-fcKP^V-4-[l-(2 ) 2-v?7<^/W7 P nt p /V)-lH-^^X^ 

^y^/V-2-^]Xf-75KM^t)No.71]©^^ 

2-^h^^yXT;VxtK<D^t)^^LrtVVVT/V7 2 'tF64.6mg(0.75mmol)?rffi 
V^*^75^11ll(D»^tf5^ii-^^^ia^^^(Dhy7/^o^^l.8mg 

MS(Fab,Pos.) : m/z= 305[M+H] + 
[0170] (llife#]81) (S)-2-T5y-N-fcKn^^-4-(l-fy^f-/V-lH--<yX^^^-/W2- 

2-^b^-<^XT;W7 ;? tK«Z)ftt?<9 i:L-C^yy^/VT/V^tK54. lmg(0.75nimol)£ 
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4.5mg£6fe@tt£LT#fc 0 
MS(Fab,Pos.) : m/z= 291[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 5 = 

6 2 

0.92(6H,d,J=6.6Hz),2.18(lH ( sept,J=6.6Hz),2.27-2.35(2H ) m) ) 3.08-3.13(2H ) m) ) 3.81( 
lH,t ) J=6.6Hz),4.12(2H,d ) J=6.6Hz) 1 7.40-7.51(2H > m) ) 7.72(lH ) dJ=7.8Hz) ) 7.81(lH,d ( 
J=7.3Hz). 

(Hife#j82) (S)-2-T^y-N-tKodr^-4-[l-(4-7/V^-n-<^v?/V)-lH-<>X-r^ 

2-^^y^Xr^h^<D^t>^tLX4-y/^u^yXT/^y t hV 

V 7^*uffimm2. lmg£ fe@fri:LT#/Co 
MS(Fab,Pos.) : m/z= 343[M+H] + 

[0171] mm$m) (s^-r^y-N-tKn^^-ci^-t-y^^^^/^-iH-^^x^ 

^V-/W2M7H:/^7^tl^No.74]tf)£-/& 

2-^h^^>XT/VxtKcDftt)t9<bLT4-t-^f L /V-<^XT^^tK 
121.7mg(OJ5mmol)^fflV^^^!j75tl^^O^^T5-t^J;«9^fdO^^(D 

MS(Fab,Pos.) : m/z= 381[M+H] + 

(S)-2-T57-N-tKa^rv^-4-(l-iy^n^^WlH-<>-XV$^^— 
/W2M7V):^^KMt^No.75]c^j& 

2-^h^^^X^xfcK(D^^9tLTi/^n^^yV73.6mg(0.75mmol)^fflV^ 
T^^j75il^«<D^^T5-^{-i9^l2<7)^^^hy7/^n^^3.4nig^ 

&&mftkvxntc 0 

MS(Fab,Pos.) : m/z= 317[M+H] + 

(Hife#J85) (S)-2-T^y-N-tKn^riX-4-[l-(7 i h7t:Knt 0 7^-4— f/V)-lH-^yX 
-Y^yy-7W2-^]^75KMb^^No.76](D^ 
2->h^v'^^XT/VTtK(^f^^«9tL-C7 i h7tKDt 0 7>'-4-^-^ 
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MS(Fab,Pos.) : m/z= 319[M+H] + 
[0172] (H»86) 2-T^y-N-fcKP= 3 r^-4-[l-(l-^/V-t°^y^^-4-^)-lH-^VX 

^5^y-^-2-^V]^7^KMb^^No.77]cD^^ 

4.8mg(0J5mmol)^V^^ii^75t^^(D#^fT5^t^J;l9^^b^Ob!; 
MS(Fab,Pos.) : m/z= 331[M+H] + 

(HM87) (S)-2-T^y-N-tKn^iX-4-[l-(2-^^;V^^^)-lH--<yX-r?^ % / 

-/W2-^/H^f-75K[^^No.78](D^ 
2-^h^i/^^XT/VrtKWftt?^tbT^y^^^T/V7 f tK64.6mg(0J5mmol)^ 

9.9mg£e&ll^LT#fc 0 
MS(Fab,Pos.) : m/z= 305[M+H] + 
'H-NMRftOOMHz.DMSOd +D O): 8 = 

6 2 

0.98(6H ( d > J=6.4Hz),1.61-1.73(3H ) m) ) 2.27-2.33(2H > m),3.09-3.13(2H,m) > 3.81(lH ) tJ 
=6.6Hz),4.27-4.32(2H ) m),7.43-7.50(2H,m) > 7.73(lH,d,J=7.6Hz),7.78(lH > d ) J=7.6Hz). 
[0173] mmm) (SK2-T^/-N-tKD^iX-4-(l-^V/V-lH-'<yX^^^/--;W2- 

^/^r/^^RMfc^Nojg]^^ 

2-^^V^XT/VxtKtf>ft:b l 9 fcLT^MH"— /W5.1mg(0.75nimol)£ffl V 
»W71^IWl^«^tT5^^J:^^O^t)^b!J^/^^^M6.3mg^e 

MS(Fab,Pos.) : m/z= 319[M+H] + 

(S)-2-T^y-N-tKa^V-4-(l-^X^/V-lH--<^X^^/-/W2- 

-r/W)7'f-7^Wb^No.80]©^ 

/V85.6mg(0.75mmol)?rfflV^r 
»^j71tl^#^»^5-t^i^^ie(D^^»hy7^1 :3 ^^2.1mg^S 
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MS(Fab,Pos.) : m/z= 333[M+H] + 

(3l3i#190) (s)- 2-T$y-4^l-[2-(4-t-y^7^-7 3 l^/^')-2-^^/^-^ > ^tv^] 
2-^h^^^XT^xtK©^^ t 9i:LT2-(4-i-^^V7^-/i.)-2-^^^7 p nt 0 

MS(Fab,Pos.) : m/z= 423[M+H] + 
[0174] (S)-2-T^y-N-tKn^rv'-4-[l-(-t-7^^>'-l-ry^^/V')-lH-<^X 

2-^h^^^>XT/V^tK©ftt><9^LTl-i-7hT/V7 f fcKll7mg(0.75mmol)$rffl 
V>T^»j75tl^#0^^mi^^<t9^IB(7)>fb-^#J<Dhy7/^ciB^^2.8mg 

MS(Fab,Pos.) : m/z= 375[M+H] + 

(S)-2-T5:y-N-tKn^^-4-[l-(5-^nt3^73:^-2-^)-lH— <^ 
X^^^-/V-2--r^]^7^K[-ffc^No.83](7)^ 

2-^h^V^VXT/^tK<D^fc>9iLT5-^nnf L ^3iy-2-*/^T7Vv f fcK 
1 10mg(0 .75mmol)£JE V ^T2life#j75£|!g#©i&f££fT5^^ £9ilfEtf>fb-£#J©h 

MS(Fab,Pos.) : m/z= 365,367[M+H] + 

^56^l2T-#btLfc^> J ^2.04g(1.88mmol+i^)?rDMF 15mU;ii^L4,5-v^f7l' 
-l,2-:7i=l^^T5:/1.28g(9.39mmolX &tfHOBt 1.27g(9.40mmol)^O^fCo 
tCDIC 1.45ml(9.40mmol)^Px.-C^^-C3 0 f B 1SiLfc„ £J»T#, 
giJU ^nn/tM, dmf, ^-x^T-gfe^, ^;^1-?>ra:{^J;«9^fe(Dix^y^#fco 
[0175] (HJS^I)94) (S)-2-T5/-4-(l-v'^D^^-5,6-v ? ^^WlH-^>X-('5yi/-- 
yW2-r;V)-N-tKndri/^y5KWb-^feNo.84]0^ 
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45mg(0.72mmol)^^y-^ lmltt»U mMX°pH=5tWz®mitMZ-X , ^UX 

3 b rmwLtc 0 mm®, %j&mm\u m;-^ dmf, thf, 

MftlU DMF, THF, ^PPTjvKk, ^Pn*;W?/-;^i, r 

/V-egfc^, f^Lfc 0 rtUiC^2ml^PX.-C60r-C5^F^«MbfCo 

§^^{Ci^)1iE<7)'fb^^hy7/V^n^±t27.6mg^efellfri:UT#fCo 

MS(Fab,Pos.) : m/z= 345[M+H] + 
[0176] («#J95) (S)-2-T^/-4-[l-(4-t-^^/V-<^^/V)-5 ) 6-^^/WlH-<>'X^ 
^y-/W2-^/W]-N-fcKn^^^7^KWli^No.85](0-a > ^ 
V^n^^-f- y yCDft^9^L"C4-t-7'f : -/'V^<>'Xr 71^x^373. lmg(2.30mmol)^r 

34. lmg£ fe@^i:L-C#fCo 
MS(Fab,Pos.) : m/z= 409[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 8 = 

6 2 

1.24(9H ) s) ) 2.27-2.35(2H,m) ) 2.32(3H,s) > 2.35(3H ) s) > 3.10-3.18(2H > m) ) 3.80(lH ( t ) J=6.6 
Hz) ) 5.51(2H ) d,J=11.7Hz) ) 7.11(2H,d > J=8.3Hz),7.38(2H I dJ=8.3Hz) > 7.45(lH ) s) > 7.51(l 

H,s). 

[0177] («01J96) (S)-2-T5/-4-[l-(4-7/^n-<^^)-5,6-^^/WlH-<^V5 
^X-^-^-N-tFn^^^^^KMb-a-^lNo.Se]©^ 
V^n^^^/V(O^t)DtUT4-7/W^P^>'XT/V^tK285.5mg(2.30nimol)^rffl 

23.8mg^r &^0#:^Lr#/c o 
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MS(Fab,Pos.) : m/z= 371[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

2.21-2.28(2H,m),2.32(3H,s),2.35(3H,s),3.11-3.18(2H > ni) ) 3.79(lH ( tJ=6.6Hz),5.55(2 
H ) dJ=11.2Hz),7.21(2H ) t,J=8.5Hz) ) 7.28(2H,ddJ=5.6,8.5Hz),7.45(lH,s),7.53(lH J s). 
[0178] mW\W) (S)-2-T57H-[l-(4-p<h^v'^y> ? /V)-5 ) 6-v ? ^f L /V-lH--<>'XV5:^ 
y-/W-2-^]-N-tKP^r^^75:K[{b^No.87]<D-a'^ 

13.2mg^&fe@^Lr#/t 0 
MS(Fab,Pos.) : m/z= 383[M+H] + 

(HJi#|98) (S)-2-T5;y-3-(4-T^y-7ai^/V)-N-tKn^rV^nl; 0 ^->-T^KMt:-^ 
^No.88]<D-£/& 

^0y44Ti#^tlfc^^^2O.Omg(O.O59mmol)^^/"/VlmHC^L, 10%^7 

*n«&14.0mg£fi£ll#:£LT#*: o 
MS(Fab,Pos.) : m/z= 196[M+H] + 
'H-NMR(500MHz,DMSO-d ):8 = 

6 

2.77(lH ( dd,J=13.7,6.6Hz),2.84(lH I dd ) J=13.7 ) 7.6Hz) I 2.56-3.63(lH,m),6.55(2H ) d I J= 
8.3Hz),6.87(2H,d,J=8.3Hz),8.23(3H ( brs) ) 9.27(lH,s),10.95(lH,s). 
[0179] (Hife#]99) (S)-2-(v/^n^v-/V^^/V-T^y)-N-tKn^f^-3-(4-^hn^^-/V) 
^nt°^->"T$KWb^No.44](D^ 

(Hi!#!j99-1) 2-(^n^dr^/M^/WT5/)-3-(4-^hn7 ;t ^)7 P tit 0 ^->-T^ 
i1i|SON 0 -Boc-4-^hn^ 3 :^^T9->1.54g(4.75mmol){^Ot:fC^LfclO%|g 
SritiiLfCo ^<7)?ib203.5mg(0.780mmol)£^PP7}vWAK8gigU lmol/l7k$Ht^h 
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Zm\KfeMU 5/^n^?/;V*^T/V7 f tK0.091ml(0.780mmoO&^ /M^66h 

MS(Fab,Pos.) : m/z=321[M+H] + 
! H-NMR(500MHz,DMSO-d ): 8 = 

6 

0.73-0.83(2H,m),1.05-1.20(3H ( m),1.20-1.3l(lH > m),1.54-1.69(5H,m) ) 2.19(lH,dd,J= 
11.2,6.6Hz),2.33(lH,ddJ=11.2 > 6.8Hz),2.97(2H,d,j=7.1Hz) > 3.45(lH,dd,J=6.8 I 6.6Hz) 

) 3.58(3H ) s),7.49(2H,d ) J=8.8Hz),8.14(2H,d f J=8.8Hz) 
[0180] QUMBM) (S)-2-(^^a^^V^-T5/)-3-(4-^b«7^/V)-N-byf- 

|8««99-lT?#feh/fc'fb^*308.3mgSrDMF 5ml«ft?U ^-i-^A^H^ 
^-M88.2mg(0.862mmol)^PX.T60 o Cm7^FpgWLfc o ®£*T3K 
*U M£THF 3mlfc**U ^/-/V3ml, lmol/l*»fcW*^**3">* 

-(D5^149.1mg(0.367mmol)^na*/V^4.5mn^«?L,WSCI^^ 
105.9mg(0.554mmol\ ^^O-hy^tKn^V/VT5^106.7mg(0.387inniol)^PX. 

MS(Fab,Pos.) : m/z=322[M+H] + 
1 H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.51-0.70(2H,m),0.96-1.12(4H ) m),1.37-1.49(2H,m),1.49-1.60(3H,m),1.77-L83(lH, 
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m),1.85-1.91(lH ) m),2.54(2H,d,J=6.8Hz),3.06(lH,dd,J=7.1,6.6Hz) I 7.25-7.38(17H,m) 
,8.03(2H,d,J=8.8Hz). 

[0181] (mMM99-3) (Sh2-(is?ti^i//V^;VT^/)-N-ZFv*i/-2^--hn7*~ 
'M1fc&]99-2X*nt±>}ltlik&yd 52.1mg(0.092mmol)£30%b!J:7/V;tP@1^/^nn7}N 

MS(Fab,Pos.) : m/z=322[M+Hj+ 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.87-1.00(2H,m) ) 1.05-1.18(4H,m),1.58-1.77(4H,m) ) 1.79(lH,brd,J=12.7Hz),2.54-2. 
64(lH ) m),2.64-2.75(lH ) m),3.14(lH,ddJ=13.2,9.8Hz) ) 3.33(lH,dd ) J=13.2 > 4.6Hz)„3. 
77-3.85(lH ( m),7.47(2H,d > J=8.8Hz),8.21(2H I dJ=8.8Hz),9.14(2H > brs),9.35(lH,brs) 1 l 
l.OO(lH.s). 

[0182] (mM&ttOQ) (S)-2-T^/-4-(l-^^;k-lH-^^X^5;^y~;W2--i'/V)-N-tKa^r 
iyzf^-y^mt^mno.89](D^ 

(H^^!J100-1) (S)-2-t-^h^^/V^=/VT^/-4-(lH-^VXV^^/-/W2--r 

rfi|S^N o -Boc-^/V^$^^^/k^x/V3.02g(8.95mmol)^^nn7}N/VA30ml 
l£&$fU WSCI^l&&2.55g(13.3mmol\ HOBt 1.32g(9.78mmol)^nx., £i&"?15 
ftT3fcffc£"£tc 0 i^^^l,2-7^W^>?T^^1.154g(10.7mmol)(D^nci^A 

30mi«^^m-ci^^d^tT^TLfc o m&x£b\nmmmwzmrttc^ 

x^m^tco ztiz&m90miiz.®Mu 6ox:x2.5mmmwLti 0 sj&^rm, mm 
v/v^x&m^m^nztvv^MzMMu lmoi/iTK^b-^hy^ 

«iu mm<D4t&m.27gz&&mw;%)bi-xntc 0 
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MS(Fab,Pos.) : m/z=410[M+H] + 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

1.38(9H,s),2.02-2.15(2H,m) ) 2.22-2.34(2H > m) ( 2.83-2.94(2H ) m) > 4.12-4.18(lH,m) > 5.1 
KlH,dJ=12.7Hz) ) 5.16(lH ) d ) J=12.7Hz) ) 7.07-7.17(2H,m),7.30-7.43(6H,m),7.52(2H, 

d,J=7.8Hz),12.17(lH )S ). 

[0183] (mmmioo-2) (sy2-t-^v^^^^r^-Hi-^/>-w-^^^ 

^^Jl00-l-e#bttfdk^501.4mg(1.22mmol)^THF 15ml[^fifU 
^MJ^A(60%)51.3mg^PX.-C^a-ei0^ra«#Lfc o &V^3-K^> 
0.115ml(1.83mmol)^PX.T^a-e3^^}t^L/c o KJ&fcT^ M£©*U 

MS(Fab,Pos.) : m/z=425[M+H] + 
'H-NMRCSOOMHz.DMSO-d ): 8 = 

6 

1.38(9H,s) ) 2.10-2.20(2H,m),2.22-2.32(2H > m) I 2.86-2.98(2H > m),3.68(3H ) s) > 4.17-4.2 
3(lH,m) ( 5.10(lH ) dJ=12.7Hz),5.17(lH,d > J=12.7Hz),7.14(lH ( tdJ=7.6 ( 1.2Hz),7.19(l 
H,dd,J=7.3,1.2Hz),7.31-7.42(4H ) m) ) 7.47(lH,d ) J=8.1Hz),7.54(2H > d ) J=7.6Hz). 
[0184] («f>JlOO-3) (S^2-t-^h^^/V^-^T^/-4-(l-^^/WlH-^^X-<^^/ 

HJ|^J100-2-C#bHfc'f^#)102.2mg(0.241mmol)^^y— /V5mltC?&A¥U 10% 
/^^A^^19.8mg^PX.-C*^#HMT, ^?HT?30^^^LfCo SJS^Tt: 
, ttfflESrfe^h*®"Clfe*U ^Sr»i|gbT«IE©>fk^«)74.4nigS:efe@fri:U 

MS(Fab,Pos.) : m/z=334[M+H] + 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

1.35(9H ) s) > 2.02-2.15(2H > m) ) 2.19-2.29(2H,m),2.85-3.00(2H,m) ) 3.72(3H ( s) > 4.00-4.0 
9(lH,m) ( 7.16(lH,tdJ=7.8,1.2Hz),7.20(lH ) dd ) J=7.8 ) 1.2Hz),7.33(lH ) d,J=8.1Hz),7.49 
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(lH,d,J=7.6Hz),7.55(lH ) d,J=7.3Hz). 

[0185] CMMM 100-4) (s)-2-t-y h^y^/v^/vr\y-4-a-^^-iH-^^^/ 

^ii0iJlOO-3^#btLfc^^7O.lmg(O.21Ommol)^Dn*/VA 2.1mHC*A?U 
WSCI^M60.4mg(0.315mmol), HOBt 34.0mg(0.252mmol)^.'C^O-hy^/WtKn^ 
^T^>63.6mg(0.210mmol)^D^, 'MUXimmMWLtc 0 £CJ»7^ 

%£Ltcmmm£?*n*sv^cMMu lmoi/i^*^ imoi/i*$Hk^y> 

'H-NMRtfOOMHz.DMSO-d ): 5 = 

6 

1.39(9H ) s) ) 1.35-1.41(2H,m),1.62-1.79(2H,m) ) 2.50-2.65(2H,ni),3.60(3H > s) ) 3.91-3.9 
7(lH ( m) > 7.01(lH,d,J=8.1Hz) ) 7.15(lH,td,J=7.1,1.2Hz) ) 7.17(lH > ddJ=7.1 ) 1.2Hz),7.23 
-7.45(15H ) m),7.48(lH ( d,J=7.8Hz),7.49(lH > d,J=7.8Hz),10.44(lH,s). 
[0186] (MW\ 100-5) (S)-2-T5y-4-(l-^^/WlH-^<^XV5;y y*— /V-2-^)-N-tFn 

||Jg^J100-4T*#b^^b^%90Jmg(0J54mmo0^20%hyy/^n|^^/^nn 

MS(Fab,Pos.) : m/z=249[M+H] + 
[0187] mMMlOl) (S)-2-^ntVVT5/-4-(l-^nt>-lH-<>X-i'5^y*-/V-2-^ 
)-N-tKn^e/y^75KMb^^lNo.90]<D^ 

(3gJS0!JlOl-l) (S)-2-t-7'>^^/Vfc/VT5y-4-(l-7 P nt 0 /V-lH-^<^XV^^ 

^WJl00-l^#btLf^b^l.728g(4.22mmol)lr4tt7KTHF Slmli^fifU 
^^hy!>^(60%)186mg(4.64mmol)&tf ? l-3-K7 e n/-?>'0.823ml^P^T^Ta-ei.5 
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MS(Fab,Pos.) : m/z= 452[M+H] + 
'H-NMRCSOOMHz.DMSO-d ): 5 = 

6 

0.85(3H,t 1 J=7.3Hz),1.24andl.38(9H ) s),1.68(2H > sext ) J=7.3Hz),2.11-2.20(lH,m) ) 2.27 
-2.35(lH,m),2.87-2.99(2H ( m),4.08(2H,tJ=7.3Hz),4.18-4.27(lH,m),5.10(lH,d,J=12. 
5Hz),5.17(lH,d,J=12.5Hz),7.14(lH,td,J=7.6,1.2Hz),7.17(lH,td,J=7.6,L2H Z ),7.33-7 
.42(5H,m), 7.50(lH ) dJ=7.6Hz),7.55(2H,d,J=7.8Hz). 

[0188] mmmm-2) (s)- z-CN-t-y^v-^/v^^-^^tvvr^/H-d-^ntw 

|IMl01-l^#^tlfcft^^l95.8mg(0.434mmol)^4mol/l^bxK^/i ? 2|- d rf-^ 

2m\Kmm^xm.uxzo^mmwvtco %ifom&. fm&w&u m^^mx., 
Y^mbv^;voAm\m^xm&x75ttmmwi<tz 0 zkzoxikkmu wt±y 

^L,^H-^/V^^/V^-b280mg(1.30nmol)^P^-C^fi-ei6.5l^F^it# 

MS(Fab,Pos.) : m/z= 494[M+H] + 
[0189] («f!ll01-3) (S)- 2-(N-t-^^^^-/W^atVVT^/)-4-(l-7 P ntVV 

^Jfe^J101-2-e#btvfdk^l23.1mg(0.249nunol)^^y— /V6mltd£fl?U 10% 
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87Amg^M^m^)tLXntc 0 MS(Fab,Pos.) : m/z= 404[M+H] + 
'H-NMRCSOOMHz.DMSO-d ): 5 = 

6 

0.78-0.86(3H 1 m),0.87(3H ) tJ=7.3Hz) I 1.31andl.40(9H,s),L40-1.61(2H ) m),1.67-1.68 
(2H,m),2.12-2.24(lH,m),2.44-2.57(lH,m),2.82-2.95(2H,m) ( 2.94-3.08(lH,m),3.13-3 
.28(lH ) m) ) 4.31-4.20(2H,m) > 4.20-4.28amd4.30-4.39(lH,m),7.13-7.28(2H,m),7.54(l 
H,d,J=7.8Hz),7.57(lH,d > J=7.6Hz). 
[0190] (Hi£#J101-4) ^y2-{n-t-yy^ylJjV^/V--fu\f;VT^J)-^-{\-^n\f;V 

^ife^l01-3^#^tt^k^68.0mg(0.169mmol)^nP*/V^3mHC^L, 
WSCI^^^ 48.5mg(0.253mmol), O-^^^/VtKndf->/l'T5:y25.0mg(0.204mmol) 

^px., muxmmnw^ 0 Rfomr&. ^uo^A^ot, o.5moi/i^7K^ 
m^m^xm^u ^mm^Mmi-bv^x^uc 0 mmz^u 

(D^m^mg^m^m^mtLxmtc. 

MS(Fab,Pos.) : m/z= 509[M+H] + 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.80(3H,t ) J=7.3Hz),0.92(3H > t ) J-7.3Hz) ) 1.20-1.58(llH ( mXl.73-1.82(2H,m),2.07-2. 
20(lH,m),2.33-2.52(lH ) m) ) 2.93-3.20(4H ) m),4.20-4.34(lH,m),4.43-4.42(lH,m),4.90 
(2H,brs) ( 7.31-7.49(7H,m),7.68-7.75(lH,m),7.79-7.91(lH,m),11.4(lH ) brs). 
[0191] (^ife#J101-5) (S)-2-(N-t-^h^rv-^/V^^-yntVVT5:/)-4-(l-yntVV 

»0yiOl-41?#^tl^b^49.8mg(O.O979mmol)$r^/--/V2.5inl{C^L, 
10%/^^A^^15mg^0^T7K^#lffl^T^a^50^Ffl»LfCoKf&^Tm 

43.0mg£$^&@ft:iLT#*: o 
MS(Fab,Pos.) : m/z= 419[M+Kf 

(Hiif!jl01-6) (S)-2-ynfc°/VT^y-4-(l-^ , ntVV-lH-<VXV^^y-/V-2-r 
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^^101-5T#b^^^38.0mg(0.0908mmol)^20%hy^/^n@^m/^c i t 1 

ng1^i£l4.9mg£££iaft^LT#fc 0 
MS(Fab,Pos.) : m/z= 319[M+H] + 
'H-NMR^OOMHz.DMSO-d +D O): 5 = 

6 2 

0.94(6H,t ) J=7.6Hz) ) 1.67(2H,sext ) J=7.6Hz),1.80(2H ) sext ) J=7.6Hz) ( 2.28-2.40(lH,m) ) 
2.40-2.47(lH,m),2.77-2.83(lH ) m) ) 2.86-2.92(lH ) m),3.14(2H ) t ) J=7.6Hz),3.77-3.82(l 
H,m),4.30(2H,t > J=7.3Hz) ) 7.46-7.55(2H,m) > 7.75(lH ) d,J=8.0Hz),7.87(lH,d,J=7.1Hz). 
[0192] (H}fe#Jl02) {%)-2-{^n^^y;V^;V-T^J)-^-{\-^;V-m-^<y^^/ 
— /W2-^)-N-tKn^X/^-75K[^4&No.91]<^^ 

(ISttWi02-i) (s)-2-T57-4-(i-^^/v-iH--<yX^5^y-;w2-^;v)-^^yy 

||ig^l00-2^#btV7t^^^508Jmg(1.20mmoD^4mol/l^k*^/^^f-^ 
2ml«j|j|L-C^a-C30^Ffl^#L7Co SfcteTSL »j«ES:S*U ft«**rftl;fc, 

(5SJ60!llO2-2) (S)-2-(N-t-^>^rV^/V^^->'^n^^ri//Mf-/WT^/ 
)_4_( 1 _^^ / V- 1H -^yXV$^y-^-2-^yV)-yf-yy^TiX5'K 

^^Jl02-lT?#btbfdb^t)132.9mg(0.411mmol)^> 5 ^nci^^^3ml^^L, 
^p^^yW^/l^TA-r tK0.0496ml(0.41 lmmol)^ Xfi*A'Y {3 flkW'7'A4. 1ml 

174mg(0.822mmol)lri)PX. > ^ire20£«#LfCo K&fcTfc, ^nc*;^^^ 
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MS(Fab,Pos.) : m/z= 520[M+H] + 
[0193] (MM$n02-3) (S)-2-(N-t-^h^^/V7j<=/W^n^dr^M5 L /VT5y)-4-(l- 
^)V-\\\-^yX^y°-)V-2-4)vyy*^)yVTl/v\!(D^fo 
Hji^J102-2-e#btLfdb^l27.7mg(0.246mmol)^^y— /V6mUz.feMU 10% 

^y^j^m^^UTL, 7^m^m^rm^x30^mmwvtc o simmrm, ± 
yjm®x*MM&f&%, mmmm. mm^yv^^y^ti^^yy^-^ti 

MS(Fab,Pos.) : m/z= 430[M+H] + 

(Hi&#!J 102-4) (S)-2-(N-t-^>dr^^/^^/V-^n^^yV^^T^y)-4-(l- 
^/WlH—<yX^^V— /V-2--r/V)-N-^^v ? /V^-^^f-75KC0^fife 

MMMl02-3Xnhtltz^miAmg(0m3lmmo\)^uia^VMmncmMU 
WSCI^^16.8nig(0.088mmol), O-^y^/VfcKn^/l'T^10.8mg(0.088mmol) 
£*PX., ^^T4B#Pfl^Uc 0 KJ£^7^ ^ap^^i,^Px. % 0.5mol/l&®kk^ 

w, mm-km.ykxm.ftu mmm^M7kmmy-hv^x^mhti 0 mmz^u 
(Dfc&mBJmgzm&MwmtLxmtco 

MS(Fab,Pos.) : m/z= 535[M+H] + 
[0194] (Mfam 102-5) (S)-2-(^^n^^rV/M^T57)-4-(l-y^-lH-^>X^$^ 
y-/V-2-^/V)-N-tKn^v/^'^75KO^fi5c 

^^J102-4^#btL^b^28.7rng(0.0537mmol)^^y-/V1.5ml^^L, 
10V^^^^9mg^n^T7Km#H^TS^30^P B m#Lfc o SJ^^T^ 

s*u m^Mmmvxmwkm^m^jyMz^xmnu igmwt&m 

OMJ7^ng^^l0.3mg^efe@^tLT#/c o 
MS(Fab,Pos.) : m/z= 345[M+H] + 
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'H-NMR^OOMHz.DMSO-d +D O): 5 = 

6 2 

0.99-1.01(2H ) m),1.09-1.29(3H,m) ) 1.60-1.84(6H ) m),2.27-2.43(2H ( m) ) 2.65(lH ) dd,J= 
12.2,7.1H Z ) > 2.80(lH ) dd ) J=12.2 ) 6.6Hz)3.10-3.16(2H,m) > 3.72-3.76(lH ) m),3.87(3H,s) 
,7.44-7.53(2H,m),7.71(lH,d,J=7.1Hz),7.81(lH,dJ=7.3Hz). 
[0195] mrnmm) (S)-2-7 P ntVVT5/-4-(l-^^/V-lH-<yXW^y-/W2-^V 
)-N-fcK^>^^K[^t)No.92]<Dl^)& 

^iS^Jl02-l^#b^fdb^^l21.2mg(0.375mmol)^v J ypa^y3mll^«fL, 
y > atVVT/VrtK0.026ml(0.375mmol)^W/W^^byy^0-lml^Q^-" c ^^ 

164mg(0.750mmol)^P^XM-C15^^ii#L7to Sfcfc *jfc&«*U & 

^^81.9mg^|ffife^»tL-C#fCo 

MS(Fab,Pos.) : m/z= 466[M+H] + 
[0196] («^Jl03-2) ( S )-2-(N-t-^>^rv'^/^^-^' :I tVVT5y)-4-(l-y^/WlH- 

^x^^yww2-^/v)-:/f-yyyT^F<^$ 

«^103-l^#Wc^^81.9mg(0J76mmol)^^y-/W.2ml^^L, 
10%/^^A^^24.6mg^PX., *£#BfcT£fi^l00#WISfc#Ufc. £J&* 

»55.8mg«:66Hf«:l/C#fc. 
MS(Fab,Pos.) : m/z= 376[M+H] + 

(«f U 103-3) ( S )-2-(N-t-^>dr^^^-^' 3 ^-T^/H-(l-y ^/WIH-^ 

yX^5^y-/V-2--('^)-N--<y> ? /^^^^^95KC>-^^ 
M^Jl03-2X#btlfdb^^55.8mg(0J41mmol)^nP7iN/VA1.5mU^^|L % 

WSCIi«&34.2mg(0.169mmolX N-^^/VtKn^e//VT^^22.0nig(0.169mmoO 
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MS(Fab,Pos.) : m/z= 481[M+H] + 
[0197] (HJ60U1O3-4) (S)-2-^PtVVT5y-4-(l-^^/W-lH-^^XV5^^/— /W2-^;k 

^Jfe^!|103-2T'#bixfcjb^^40.4mg(0.0841mmol)^^y-/V2ml^^fi|L, 10% 

MS(Fab,Pos.) : m/z= 291[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.94(3H ) tJ=7.6Hz) 1 1.65(2H ) sext,J=7.6Hz),2.25-2.42(2H,m),2.77-2.82(lH,m),2.85- 
2.90(lH ) m),3.12(2H ) t,J=7.6Hz),3.73-3.77(lH,m),3.87(3H,s),7.47-7.56(2H > m),7.75( 
lH,d,J=6.6Hz),7.82(lH,d,J=7.6Hz). 

[0198] (MMMioa) (s)-2-^-^^-;vr$y-4-(i-y^/wiH-<^x^^y-/v-2-^ 

)-N-tKn^>>-^75KWb^No.93](D^fig 

(28&Mm-i) (s)-2-(N-t-^>^f^^^=yv-^-y^/vT$y)-4-(i-y^/wiH- 

^Jfe^J102-lT#^fc>fl:^104.5mg(0.323mmol)^^nn^>'3ml{C^U 
n-*^!J/VT^xfcK0.0511ml(0.323mmol)^W/Vh^^hyy^/V0.1ml^n^T^ 
i&-?30#|B]St#Ut, ^f-hyTirh^^7K^b* , 7^^hy!7A137mg(0.646mmol) 
gfi-C35#rajfc#Ufco RJ£fcTSK ^dp^/K^Dx., lmol/fefcBMtf- 

/^^-hl41mg(0.646mmol)^Pxi-C^^-ei5NFra»LfCo 
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MS(Fab,Pos.) : m/z= 536[M+H] + 
[0199] mmmm-2) {S)-2-{^-ZfY^y^;V^;V-^^;VT^/yA<\-^i-;V-m- 

^0yiO4-1^1#btl^b^^77.8mg(OJ45mmol)5rv ; ^^^3.9mUC^L, 

48.8mgSrSfe@^tbT#fc 0 
MS(Fab,Pos.) : m/z= 446[M+H] + 

(HJfe^J104-3) (S)-2-(N-t-^h^r^/V^^-^-^^/WT5/)-4-(l-^^-lH- 

^fdl04-2^1#btifc^^47.3mg(0.106mmol)^Dn*/k^l.5mnc^L > 
WSCIi&lfcE 24.7mg (0.137 mmolX O-^y^/WtKn*S/>^T$^16.0mg 
(0.137mmol)^OX.> MT?3ISWBJi#U/t. KJ»TiL ^po^^PXI, 

^^12.4mgSr«$^tt^tLT#fco 
MS(Fab,Pos.) : m/z= 551[M+H] + 
[0200] (21^104-4) (S)-2-^-^^VT5;y-4-(l-^f 1 /V-lH--<>'X^5^y-/V-2-r * 

^Jife^J104-3^#^fc^^l2.4mg(0.0225mmol)^^y-/V2mliC^L, 10% 
MS(Fab,Pos.) : m/z= 361[M+H] + 
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'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.87(3H ) t ) J=7.3Hz),1.20-1.38(10H,m),1.63(2H 1 quinl 1 J=7.3Hz),2.24-2.42(2H,m) ) 2.7 
7-2.82(lH,m),2.84-2.92(lH ) m),3.08-3.15(3H,m) > 3.73-3.77(lH ) m) ) 3.85(3H,s),7.47- 
7.56(2H,m),7.72(lH,d > J=7.3Hz),7.78(lH,d,J=8.1Hz). 
[0201] mmmi05) (S)-2-T5/-4-(l-yatVW-lH-^^X^5^y-yV-2--r/V)-N-tKn 
=¥^^7^KWb-a-^No.62]<D^fig 

(MM&U05-1) (S)-2-t-^>dr^/V#'^/VT$y-4-(2-T5y7^-y^;W<^;V 

rfj|SWN°-Boc-^VV^5>^^^V^x/W5.00g(14.8mmol)^^nn*yVA50ml^ 
IgflIU WSCIit^4.26g(22.2mmol), HOBt 2.20g(16.3mmol)^Px., "M.UXW^ 
?n\&!fc£-&tc 0 ^<D^^l,2-7m^V^T5:yi.92g(17.8mmol)0^nn^A 
50ml^^^a-ei.2B#r B ^^tT^Tbfc o i[fiX$b{a5«^#£jfittfcm, 

(^011105-2) (S)-2-t-^>^^;W^/VT5;y-4-(2-^C2tVVT5;/7 3 i-/^/V 

||»J105-lX#fb;ft/cte£$^^ 
^ot°^-yT7Vx tK0.368ml(2.62mmol)^Px.-C^^-C50^raJi#bfc o &l v?hy 
Tirh^^7R^b*^^^hy^A718mg(3.39mmol)^7jn^T^^5^^it#Lfcm 

fit^U ^iE^b^618.7mg?refe@#:iL-C#/Co 
[0202] (HI&#1105-3) (S)-2-t-^>^^/V7K-/VT?/-4-(l-7°ntVWlH-^XV5:^ 

^JS0fJlO5-2T'^L^b^^793.3mg(1.69mmol)^^^15.5ml^^L, 60^? 



WO 2005/073180 



93 



PCT/JP2004/019512 



[0203] (H^J 105-4) (S)-2-t-^>^^;V#^^T^y-4-(l-^ntVV-lH--<yX^^ 

^JS^J105-3^#b^fc^^tl898.2m g (1.99mmol)^^^^40ml^^U 
10%^^^^A^m270mg^!i^Lfc^^^V5ml^n^r^^^l^^m#brt o 

\8ml\mMU WSCI^^571.4mg(2.99mniol), O-^^VfcK^^T^ 
269.6mg(2.19mmo0^Px.-C^a-e20^P^WLfc o ^nn*M^B 

[0204] (H}i#Jl05-5) (S)-2-t-^h^^*^^-^T^/-4-(l-7 P ntVV-lH--<>'X-r5y 
^ife^!|105-4^#^^fdb^^837.5mg(1.80mmol)^^f-^50mHC^L, 

io%/^^^^250mg^px.r^m, Tkm^mnrxismmMWistco Rfcm 
tsl ±y4bm.m^oxmm^u mm®, tuv-fc/v&x&mut* 

{b^518.4mg^efeSfri:LT#fCo 
[0205] («#J105-6) (S)-2-T^y-4-(l-^ntVWlH--<^V^/-/W2-^/V)-N-t 

«^J105-5T-#^^fdk^283.4mg(0.753mraol)^25%by7/^n^/^cin 

MS(Fab,Pos.) : m/z= 452[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 5 = 

6 2 
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0.94(3H,t,J=7.3Hz),1.81(2H,sextJ=7.3Hz),2.26-2.34(2H ) m),3.14-3.19(2H ( m) > 3.82( 

lH,t ) J=6.6Hz) ) 4.31(2H,t,J-7.6Hz) ) 7.46-7.56(2H > m),7.74-7.79(lH ) m) > 7.86-7.90(lH, 

m). 

[0206] (MM® 106) (S)-2-T V-4-(l-^^/WlH-^VX^^j/-/W2-^/V)-N-tK 
(HlfeW 106-1) 2-t-^>^rv-^^^^T5:y-4-(2-^^7VT5y73i^V^7/W^^ 

^^J105-l^#feixfc'fb^504.4mg(1.14iimo0l:^nn^^l5mU^^L, 
n-^^T/VxfcK0.150ml(1.37mmol)^W/Vh^^hy^^0.25ml^nx.-C^M 
T-50^F^^LfCo ^V^hyT-fe^v'*^>fb^^^^M)!>A359mg(1.71nimol)^ 
^P^T^MT*90^P^it#Lfc^(Clmol/l7K^b^hy'>^7K^»^PX.-r^L7c o 

'H-NMRCSOOMHz.DMSO-d ): 5 = 

6 

0.85-0.89(3H,m),l. 16-1. 44(4H,m),1.38(9H,s), 1.5 1-1. 59(2H,m),l. 80-1. 89(lH,m), 1.9 
9-2.13(lH,m) > 2.43(2H,t ) J=7.3Hz) > 2.99-3.04(2H ) ni),4.04-4.12(lH,m),4.80(lH,t,J=5. 
4Hz) ) 5.11(lH,d ) J=12.5Hz) ) 5.16(lH,d,J=12.5Hz) ) 6.54(lH ) t,J=7.6Hz),6.60(lH,d ) J=7. 
6Hz),7.00(lH,t ) J=7.6Hz) > 7.09(lH ) d,J=7.6Hz),7.30-7.43(5H,m),9.11(lH I s). 
[0207] (MMmiO&-2) (S)-2-t-^>^rv-^77Vfc^T^y-4-(l-^^/WlH-<^X-r^ 

^0OlO6-l^^L^fc^597.6mg(1.2OmmoDSrftBfe5mlf^*U £»T?24 
H#TO#Lfc 0 £tl£|*T«, S&IK£@*U h/V^y-e*^Lfcm^nn*/^(c 

ffik^/V)K£vXl&mU «lfd<Z>ft;i^536.5mg£ flctLTWfc. 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.84(3H > tJ=6.8Hz),1.20-1.45(4H ) m) ( 1.38(9H,s),1.62-1.70(2H,m) > 2.12-2.20(lH ) m) > 
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2.28-2.38(lH,m),2.87-2.95(2H,m),4.11(2H,tJ=7.3Hz),4.19-4.25(lH,m),5.11(lH,d,J 
=12.7Hz),5.16(lH,d,J=12.7Hz),7.13(lH,td,J=7.6Hz),7.18(lH,tJ=7.3Hz),7.30-7.43(5 
H,m),7.48(lH ) d ) J=7.6Hz),7.54(2H,d,J=7.6Hz). 
[0208] (^Jtf!jl06-3) (S)-2-t-^>^r^/^^/VT^y-4-(l--<^/WlH--<^X^^^ 

y*-/v-2--i7v)-N— OPM^y^y^fD^ 

^jfe^J106-2T#^^b^500.2mg(1.04mmol)^^^^>25ml^^fi?L, 
300.0mg(1.56mmol), 0-^^^/VtKn^^/VT^>-141mg{lJ4mmol)^P^-C^S-e 

(Hifc#1106-4) (S^-t-^h^^/V^-yVT^/^-d-^y^/V-lH-^^XV?^ 
y'-/V-2-r/V)-N-tKo^^^^7^KO^ 
^ife#yi06-3^#^fc^^408.2mg(0.825mmol)^^^-^y28mUC^U 

io%/^^A^^i60mg^px.x^a, ^nmn.rxummmw^ &u&& 

te^296.9mg£&&@ft:fcLT#fco 

[0209] (Hii^ii06-5) (s)-2-T^y-4-(i-^^^/v-iH— <^v^yy-^-2--r/w)-N-t 

Rn^i/^^K©-^ 
»^J106-41?#btlfc^^l99Jmg(0.492mmol)^25%h07/V^-n|^^/ynn 

bLXmco 

MS(Fab,Pos.) : m/z= 305[M+H] + 
! H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.87(3H,tJ=6.8Hz),1.28-1.40(4H,m),1.75-1.84(2H,m) ) 2.27-2.33(2H ( m) I 3.14-3.21(2 
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H,nO,3.82(lH,tJ=6.6Hz),4.33(2H f t,J=7.6Hz),7.48-7.55(2H,m),7.75-7.79(lH,m),7.8 
5-7.89(lH,m). 

[0210] (HJgf!)107) (S)-2-T^y-4-(l-^-^yWlH-^<^X^yy— ;W2--f/W)-N-tKn 

(&lfe0!llO7-l) (S)-2-t-^h^^/V*^T^y-4-(l-^^-lH-<^XV^ 

^lfe#iJ105-l^^fc^^l.0049g(2.35mmol)^^nn^^30innc^L, 
n-^7"!;/VT/^tK0.444ml(2.82mmol)^P^i:^MT*80^P B M^Lfc o vCMJ 
Tirh^^7K^b*^^hy^A718mg(3.39mmol)^Dx.T^-e90^^^#L/c 

?§^£^@liOmi«fi?u 60 < c-e50#p E gj«#ut> SO»7iL 

*U h/V^>-tr*^Lfcm{-^nn*/^^^L, lmol/l*^fc^ W^*?^ 

^^^808.8mg^^^&@^^L-C#fc o 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.84(3H,t,J=6.8Hz),1.18-1.45(10H ) m) ) 1.38(9H,s) ) 1.62-1.70(2H,m),2.11-2.20(lH,m) 
,2.26-2.37(lH,m),2.87-2.97(2H,m),4.04(2H > t I J=7.3Hz) > 4.19-4.25(lH > m),5.11(lH,d, 
J=12.7Hz) > 5.16(lH ) d I J=12.7Hz) ) 7.13(lH,td,J=7.6Hz) > 7.18(lH,t > J=7.3Hz) ) 7.30-7.43( 
5H,m),7.48(lH ) d ) J=7.6Hz) ( 7.54(2H,d I J=7.6Hz). 
[021 1] (H»107-2) (S)-2-t-^hdrv-*/V#-/VT5y-4-(l-^^yWlH-<yXV^ 

»^J107-lT#b^^b^#>698.9mg(1.34mmol)^^^^30ml^^L, 
10%/^7^!7^^210mg^MLfc^^y5ml^P^r^mrn^P^^Lf^ 

15mH£*gft?U WSCI^^384.9mg(2.01mmol), 0-^^/VfcKo^^T5:^ 
181.5mg(1.47mmol)^Px.TM^3 H F^^Lfc„ £i»T@L ^nn^VA^tjp^ 
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^^J107-2^1#^nfdb^^584.2mg(1.09mmol)^^=¥^y25mH^^t, 

[0212] (^ife^J107-4) (S)-2-T5/-4-(l-^^/V-lH--<yX^^y-/V-2-r;V)-N-t 
^^107-3T*#b^fc>fb^tl352.3mg(0J89mmol)$:25%by7/V^-t2@^^/^an 

ioTHMKlU »K<J>ffc^»Ohy7/l^-oBSWfi 163.5mg£&£.@ft£L-C#/c 0 
MS(Fab,Pos.) : m/z= 348[M+H] + 
l H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.85(3H ) tJ=6.8Hz),1.18-1.39(10H ) m) ) 1.72-1.82(2H,m),2.28-2.35(2H ) m),3.09-3.17( 
2H,m),3.81(lH,t,J=6.6Hz),4.30(2H,t,J=7.3Hz),7.41-7.52(2H,m),7.73(lH,d,J=7.0Hz) 

,7.81(2H,d,J=7.3Hz). 

[0213] (Hife^J108) (S)-2-T^y-4-(l-i/^n^v'/V^^WlH-^i/X-f5^y-^-2- 
^/V)-N-tFndrv-^7^KWb^No.70]©^ 
(«^!)108-1) (S)-2-t-^h^V^/^^T5y-4-(2-^n^^^/M^T5y 

^ifefyi05-l^#b^fc^^^l.000g(2.26mmol)^^nn^^>30ml^^L, 
V^a^^^7^/^T/^xtK0.301ml(2.49mmol)^P^T^?fl^l20^FBlli^Lfc 
0 ^V^hyTirh^7K^b*^^^hy^^718mg(3.39mmol)^Px:T^®-e2^Pfl 
«#Lfcmi-lmol/l*^ki-hyi>A*^^P^r^Lfc 0 7K*^^^OD*7VA 
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iotftlU *E<ZXk^»968.1nig«refeH^L'r#fc. 
MS(Fab,Pos.) : m/z= 524[M+H] + 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.86-0.97(2H > m) ) 1.10-1.23(3H > m),1.38(9H,s),1.49-1.70(4H,m) ) 1.77-1.86(2H,m),1.8 

0-1.91(lH > m) ) 2.022.13(lH,m) I 2.43(2H,t,J=7.3Hz),2.87(2H ) t > J=6.1Hz),4.06-4.17(lH 

,m),4.85(lH,t,J=5.8Hz),5.11(lH > d,J=12.7Hz),5.16(lH,d I J=12.7Hz),6.52(lH,t,J=7.4H 

z),6.58(lH,dJ=8.1Hz),6.98-7.02(lH > m),7.06(lH,dd,J=1.3 > 7.6Hz) ) 7.32-7.46(6H,m), 

9.10(lH,s). 

[0214] (HMJ108-2) (S)-2-t-yh^v-*/V7K=/VT5/-4-(l-^^^/WlH-^VX^5:y 
^^108-l-e#btb^b^968nig(1.85mmol)^^20mnc^L, ^^24 

mmmwhtco r*s»t*, »h*«*u v^^xmiutm^^^Mz. 
xnm^tzmmB^^u mstthf ionn x ^y^iomnmmu lmoi/i* 

^hy774-(?uv7fs/VJ±/^;-;)s)\zZ.^xmmU «HSE^k^«J713.2mgSre 
MS(Fab,Pos.) : m/z= 416[M+H] + 

(HiS#iJ 108-3) (S)-2-t-^h^^yV^^/VT5/-4^1-^n^^rv'/M^/WlH- 

HMJ 108-2-e^Lfcf b^685mg(l .65mmol)£^n D*/VA20ml(C*g#?U 
WSCIifiBfetS 474mg(2.48mmol), 0-^<^> ? /l-tKD^/VT^^213mg(1.73nunol)$rAD 
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MS(Fab,Pos.) : m/z= 521[M+H] + 
[0215] (HiS#|108-4) (S)-2H-^>^^/V^-/VT5y-4-(l-^n^df-v/;M^/V-lH- 
^yXV^y-/W2-^)-N-tKn^v-^95K©^ 
^^108-3^^U^b^^466mg(0.896mmol)^v J ^f-^25mliC^jii|L, 10% 

^;V^y^u^Y^yy^{^nvi^;V^/^^fV)\Z.^xmmiU WMWkft 

i^329mg^Bf^fe@#:tL'C#/c 0 

MS(Fab,Pos.) : m/z= 431[M+H] + 

(HiS#Jl08-5) (s)-2-7^-4-(i->^p^;Mf;HH-^yxv^^ 
-2-f^)-N-tKn^^^95:K©^ 
^ife^!ll08-4^^Lfdb^329mg(0.763nimol)^25%hy7/V^-n|^^/^PC* 

xmtco 

MS(Fab,Pos.) : m/z= 331[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

1.04-1.21(5H l m) ) 1.53-1.62(2H,m) > 1.60-1.72(3H,m),1.81-1.92(lH,m),2.27-2.35(2H, 
m) ) 3.17-3.21(2H ) m),3.83(lH,t,J=6.6Hz),4.21(2H,d,J=7.6Hz),7.52-7.57(2H,m),7.76- 
7.80(lH,m),7.91-7.95(lH,m). 
[0216] (H*^!|109) (S)-2-T^/-4-[l-(4-t-^^/^>v ; ^)-lH-<^XV^y-/W-2- 
^/k]-N-t:Kn^^^7^KWb-a-^iNo.74](D^ 

(H3i#iJl09-l) (S)-2-t-^>drv'^/V^^/VT$/-4-[2-(4-t-^f-/V-<Vv?7W)T$y 

|lii^!|105-lT'#bti^fc^l.00g(2.29mmol)^^on^^^l5mU^^L, 
4-t-^'^/V-<yXT/l'XtK0.416ml(2.52mmol)^Px.i:^fir'75^ra^tfCo^ 
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V^^^yT*^^^*^b*^>*^^y•>A718mg(3.39mmoD*A^^■Cg?ft-e23l*rafi^ 

o-CWKU «SB<0fc^l.O2g&&feHfl&l/t#fc. 
MS(Fab,Pos.) : m/z= 574[M+H] + 
'H-NMRftOOMHz.DMSO-d ): 8 = 

6 

1.25(9H,s) ) 1.38(9H,s) ) 1.80-1.92(lH,m) ) 2.02-2.16(lH ) m) > 2.46(2H,t,J=7.3Hz),4.07-4 
.15(lH ) m),4.27(2H,d > J=6.0Hz) > 5.10(lH,d,J=12.7Hz) ) 5.16(lH,d,J=12.7Hz) ( 5.55(lH,t 
> J=6.0Hz),6.49-6.54(2H ( m),6.91(lH,t I J=7.5Hz),7.11(lH I dd,J=1.3 ) 7.7Hz),7.31-7.42( 
10H,m),9.15(lH,s). 

[0217] (ISifc0»JlO9-2) (S)-2-t-^>^v-^;V^^T^/-4-[l-(4-t-y^/W^^v?/V 

|lii^J109-l-C#btlfdb^l.02g(1.77nunoD : Sr^5ml(C^L, 60°CTn.5B# 
ESfc#Lfc. »KSr«*U WV3iy-C*»Lfc*fc^nnjJvkAK:» 

MS(Fab,Pos.) : m/z= 556[M+H] + 
'H-NMR(500MHz,DMSO-d ): 8 = 

6 

1.22(9H ) s),1.37(9H,s),2.09-2.20(lH ) m) ) 2.23-2.32(lH,m) > 2.86-2.99(2H,m),4.20-4.2 
7(lH,m),5.09(lH,d,J=12.7Hz),5.13(lH ( d ) J=12.7Hz) > 5.37(lh > d,J=16.8Hz),5.42(lH,d, 
J=16.7Hz),7.00(2H,d > J=8.2Hz),7.17(2H,dJ=8.2Hz) ) 7.32-7.39(7H > m),7.40-7.44(lH, 
m),7.57-7.61 (lH,m). 

[02 18] (MMM 109-3) (S)-2-t-^>^r^/V*=/WT^/-4-[l-(4-t-^^^— <y*?As 

HH^J109-2-e#^fcfk^#l976mg(1.76mmol)S:THF lOmb^y— /WOmlfcig 
fi?U lmol/l7K^b^hy^^7K^10ml^Px.^MT*90^ra^L/Co £Ofr&7& 
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MS(Fab,Pos.) : m/z= 466[M+H] + 
[02 19] (Hlfe^J 109-4) (S)-2-t-y h^^^^^T57-4-[l-(4-t-^/W^^ 

^^J109-3T-#bnfdb^748mg(1.61mmol)^^nn^/VA22mHC^L, 
WSClJ®^462mg(2.42mmoD> HOBt 218mg(1.61mmol)&W)-h!;^/H:Kn:ae-vyW 
T5>-488mg(1.77mmol)^Px.-t^?a-ei5B#^ji#Lfe 0 £j£*IT&, ^on^ 
SrJqjtUinol/Hfilk lmol/bicBMt^hy^A***, »^^"C»L, *S*«fc 

'H-NMRCSOOMHz.DMSO-d ): 6 = 

6 

1.22(9H,s),1.33(9H > s),1.63-1.82(2H,m),2.56-2.61(2H,m),3.92-3.98(lH,ni),5.31(2H, 
s),6.97(2H,d,J=8.4Hz),7.02(lH,d,J=8.0Hz),7.14(2H,d ) J=8.2Hz),7.21-7.37(17H,m),7. 
39-7.43(lH,m),7.53-7.58(lH,m),10.44(lH,s). 
[0220] (H%0!J 109-5) (SH-TV-HHH-^f/^^-lH-^yX^ 5*V-A- 
-2-^]-N-fcKn*^^5KO^J& 
||jte^J109^^bilfc>fb^313mg(0.437mmoO*25%hy7^nS^Bft/^on* 

/U«MmllC*a?U ^T?7B#F B TO#Lfc 0 KJS*IT#, «£^icU ^pp*M 

/ V^*^5-i{Ci^^fB^b^#5»hy7^t 1 S1 ; M235mg^Sfell^tL 
T#fc 0 

MS(Fab,Pos.) : m/z= 381[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

1.24(9H ) s),2.29-2.35(2H ) m) ) 3.19-3.26(2H,m) > 3.83(lH ) tJ=6.6Hz),5.60(2H > d,J=10.4 

Hz),7.20(2H,d ) J=8.5Hz),7.39(2H,d ( J=8.5Hz) ) 7.41-7.51(2H,m),7.70(lH, 

d, J=8. 1Hz), 7.79(lH,d,J=8. 1Hz). 



WO 2005/073180 



102 



PCT/JP2004/019512 



[0221] mmmi 10) (S)-2-T5y-4-(5,6-v 5 ^^-l-7 c nt:VwlH-^<yX-r^/-;W2- 

(^ife0!|l 10-1) (S)-2-t-^>^r^;V7jf^/l'T^y-4-(2-T5/-4,5-> ? ^^^-7^ 
/k#/W^^/V):/5 L y^Tv's/K ^vVl' ^*7VK7)-fr/?!c 

fct&MU WSCI&i^4.26g(22.2mmolX HOBt 2.20g(16.3nimol)^Px., ^t&-C15 

MS(Fab,Pos.) : m/z= 456[M+H] + 
[0222] (Hi£#J 110-2) (S)-2-t-y>^^/V*'^/VT^y-4-(5,6-^^-/V-l-^a fcVV- 

-lH-^yxv^yy— /v-2— r/v)-^y^Tv~/K ^v>vv ^r/wo^jc 

^Jfe^llO-l^#bnfdb^519mg(lJ9mmol)^^no^^i5mH^j!i|L, 7 s 
at o ^T/^tK0.083ml(1.25mmol)^Px.-C^?ar*15^r^it#L^: o ^"CMJT 
^h^^7K«^^^hy^350mg(1.65mmol)^P^X^aT'55>ra^L^^ 
lmol/l*^b^hy^A^^^P^T^L/c 0 TKSd^^nDTjs^-ettffiU % 

-^^281mg?r4ffifefa^^LT#feo 
MS(Fab,Pos.) : m/z= 480[M+H] + 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.83(lH ) t ) J=7.3Hz),1.38(9H,s),1.66(2H,sext,J=7.3Hz),2.04-2.17(lH I m),2.23-2.35(l 
H > m) ) 2.27(3H,s),2.31(3H,s),2.79-2.92(2H,m),4.01(2H,t,J=7.3Hz) ( 4.15-4.22(lH,m),5 
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.09(lH,d,J=12.5Hz),5.17(lH ) d ) J=12.5Hz),7.26(lH,s) ) 7.30(lH ) s),7.31-7.40(5H,m) ) 7. 
54(lH,d,J=7.8Hz). 

[0223] mMMl 10-3) (S)-2-t-7>driX^/V#^VT$y-4-(5 ) 6-> ? ^^/V-l-y atVV 

^^110-2T*#btl/db^280mg(0.584mmol)^> f ^-^^^15mUr^L, 10% 

167mg(0.872mmol) > HOBt 94.2mg(0.697mmol)&U ? O-hyfvVfcKn:ar^/VT^ 
161mg(0.585mmol)^nx.T^®-e2 B W»L/c 0 Si^^-T^, ^nP^M^Pi 

fEtfMt-£tl276mg£ fi &@#£L-C#fc 0 
! H-NMR(500MHz,DMSO-<l ): 5 = 

6 

0.83(lH > t ) J=7.3Hz),1.34(9H,s),1.63(2H,sext,J=7.3Hz),1.60-1.71(lH ) m) > 1.72-1.82(l 
H,m).2.28(3H,s),2.31(3H,s),2.43-2.60(2H,m),3.90-3.97(3H ) m) ) 7.02(lH,d, 
J=8.2Hz),7.21-7.39(17H,m). 
[0224] (mmm HO-4) (S)-2-T$/-4-(5,6-i^fyWl-:/pfcVWlH-^X^y 

Hlfef!)110-3-e#^c^^276mg^0 o C{C^iPL, 25%hy7/V^c^/^cn 
*/W>«2.8mM;i, ^fi-eiOI^^Jt^bfCo £J&#I7#, !§»©*U 

SJU ^fBO^^l(Dhy7/^n^^57mg^efe@^i:bT#fCo 
MS(Fab,Pos.) : m/z= 305[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 6 = 

6 2 

0.94(lH,t,J=7.3Hz),1.83(2H,sext ) J=7.3Hz) ) 2.23-2.30(2H > m),2.39(3H 1 s),2.41(3H,s) I 3 
.13-3.22(2H,m),3.80(lH,t ( J=6.6Hz) ) 4.28-4.36(2H,m) ) 7.55(lH,s),7.75(lH, s). 

[0225] (^ife^ijiii) (s^-T^y^-Ci^-t-^/v^y^-s.e-^^-iH-^^xv 
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7W2-^]-N-tKn^rv'^75KMb-^tlNo.85]^)^^ 
CMMffll 1 1-1) 2-t-^>^i/^7V^-/VT5/-4-[l-(4-t-^5 L /V-^>v ? /W)-5 ) 6-v ? 

^WJllO-l^#ibtl^b^500mg(1.10mmol)^^np^^i5nU{^fl|L, 
4-t-^/V^>-XTyWT tK0.200ml(l .32mmol)^P^T^MT*60^ra Jt^b/Co #C 
V^^hyT^h^^/*^k*^*^^y!>A346mg(1.63mmol)^D^T^a■^16^^ji 

#tfc 0 s»r#, imoi/i^mit'thV^^mm^Mx.x^m^ TkJid^^D 

[0226] (^M^U 111-2) (S)-2-t-^>^iX^/V'/K^/VT5/-4-[l-(4-t-7 f ^/V-^/^V 

«f!jlll-l-e#^^db^483mg(0.827mmol)^THF 5ml,K.tW/— /^5mltC 

mm^^/^*y->x*ftt£®u Mm<D4k&®355mgz&&m&kLxntz 0 
mmm 1 1 1-3) (s)-2-t-^h^^/v^^/^T^/-4-[i-(4-t-^^/v— <^jsv 

)-5,6-v?^^/V-lH-^^X^5^)/-7W2-^]-N-hy^/^^r^^^7$KO^ 

^Mlll-2l?#btlfc^^352mg(0J12mmol)^^nD^ykA10nil{C^L, 
WSCI^^204mg(1.07mmol) % ^tl?O-by^/WtKndr^VT3:^215mg(0.781mmol) 
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[0227] {!$mmm-±) (s)-2-T?y-4-[i-(4-t-7^yv-- <y^)-5 ( 6-^^-iH-^y 

^^©^it 66.7mg^fife@ft:i:L-C#fCo 
MS(Fab,Pos.) : m/z= 409[M+H] + 
'H-NMR^OOMHz.DMSO-d +D O): 8 = 

6 2 

1.25(9H ( s),2.30-2.37(2H ) m),2.34(3H,s) ) 2.38(3H > s),3.25-3.35(2H,m) ) 3.86(lH > tJ=6.6 
Hz) ) 5.63(2H ( s),7.21(2H,d ) J=8.5Hz) ) 7.39(2H > d,J=8.5Hz),7.58(2H,s). 
[0228] («f!|112) (SH-T^/-4-(5,6-^nn-l-7 p nlf , /W-lH-^^X^^^-/V-2- 
-('/H-N-tKndf^f-^^KMb'^tlNo.gS]^^ 

(HJfe^yi 12-1) (S)-2-t-^>=¥^/V^/VT$/-4-(2-T5/-4,5-^^PP-7^^ 

rfT|g(DN a -Boc-^/V^?^^^^i//^^^2.00g(0.592nimol)^^nn^;VA 
20mH£?gft?U WSCI^^1.70g(0.888mmol), HOBt 0.881g(0.651mmol)^Px. > ^ 

}&Tn5#F^js$-£fc 0 ^(D^^.s-^no-i^-^^i^^T^^i^eg 

(0.710mmol)tf>DMF 20ml^t^aT*2.5l1f F^^T^TU^ ^UXZb^m 

mmwzmnzm, mm&mnu ^on^A^w^u/cmimoi/iTK^b^-hy 
mwt^fr/^*y-yfrtbftw&u um<Dik&m.95g*&&%i;§ l tLxmc 0 

[0229] (MM® U 12-2) (S)-2-t-^>^v'*7V^^./^T^7-4-(2-^PtVVT^y-4 ) 5-> ? ^Pt3 

-y^/v^/w^^/vK/f-y^r^K ^T/KD^ 

mmmU2-lXnhntcit^m500mgilMmmol)^^u^yi5m[{mMUy 
at^yT/^tKO .116ml(1.62mmol)ttx.-C^ia-rn5^-rait^bfc 0 vCMT 
^h^i/7K^^*!>^^hy^^360mg(1.70mmol)^P^-C^S-e22^FBlWUCo 
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(HESfi0lll2-3) (S)-2-t-yh^i/*/V^=./VT5/-4-(5,6-v ? ^pn-l-7 p atVV-lH- 
«^J112-2T*#bflfc^-^fe 373mg&g|Ste.5inll£S*?U 60^2 9 FbM#L 

[0230] 12-4) (S)-2-t-^>=¥^^-/VT$/-4-(5 > 6-^^C2D-l-yntVWlH- 

12-3-e#e>iXfc'fb-8''fe259mg(0.490inmo0SrTHF 2.5mLR A-A" 
2.5mi\mMU lmol/l7k^k^hy^^7K^'2.5ml^Px., £fi"T!2l$niHt#Ut, 

^ffi^^y*y/^7A^a^h^7^-(^Pn^/VA/^^/-/V)T*»Mb, «KfB 
©ft#*197mg*«j|feSf«:bT#fco 

(MMW112-5) (S)-2-t-^>^riXT5/-4-(5,6-v ? ^nn-l-yntVwlH-^>X-r5 
^y-/V-2-^/V)-N-hy^^-dr^^7^K«Z)^fig 

^ii^J112-4-C#btvfc^^l97mg(0.458mmol)^^nu*/VA6ml «fl?U 
WSCIifigft*& 132mg(0.689mmolX HOBt 68.0mg(0.503mmoO&O s O-hy^/WtKn* 
S^T^ 139mg(0.505mol)^OX.-C^?aT*22B$Ffl^#brt 0 S^^Tt, ^op* 

'H-NMRftOOMHz.DMSO-d ): 6 = 

6 
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0.83(lH ) t ) J=7.3Hz) > 1.34(9H ) s) ) 1.63(2H ( sextJ=7.3Hz) ( 1.60-1.71(lH,m),1.72-1.82(l 
H,m),2.28(3H ) s),2.31(3H ) s) > 2.43-2.60(2H,m) ) 3.90-3.97(3H,m),7.02(lH ( d ) J=8.2Hz) ( 

7.21-7.39(17H,m). 

[0231] 112-6) (Sh2-T^-A-{5,6-^nvi-l--fu\i';^-m-<y^ 

-2-f/V)-N-tKo^^^7^KC)-^^ 
«^J112-5-e#W'ft^l53mg(0.223mmol)$r0 < C^^iPL, 25%h!J7/^P 

g^/^nD7ivVi^2.0ml£Aq*.> ^T*1.5R#F^#U-c 0 £J&^7^ 

MS(Fab,Pos.):m/z= 345,347,349[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.88(3H,t,J=7.3Hz) I 1.72(2H,sext > J=7.3Hz) ) 2.23-2.35(2H ) m) > 2.87-3.02(2H,m),3.80( 
2H > t ) J=6.6Hz) ) 4.14(2H ) t ) J=7.3Hz),7.86(lH ( s),8.01(lH ) s). 
[0232] mnWl 13) (S)-2-T5y-4-(5,6-^Pn-l-^y^-lH-<^X^yy-/W2- 

^/^-N-tKcdrV^y^KMb^No.ge]^^ 

(^iiF!ll 13-1) 2-t-^>^^^-^T5/-4-(2-^y^/VT5:/-4 ) 5-^i5'na-^ 
^^;^;V/^^/V)-^^yy^T^K ^S^V ^X/VCD-g^ 

»0"JH2-l-e#b^fdl:^ 503mg(1.02mmol)£v^Pn:i^ 15ml(^ft|L, 
^crt^yT/VxtKO. 172ml(1.62mmol)^PX.-C^?a-e60^-F^it^bfCo ^tt) 
Tirh^*^b*?*W?^360mg(1.70m^^ 

S»Tm, lmol/l*^^hy>^*^^P^-C^Lfe 0 *JB^^n;}vW» 

;V)taoTtlL, ^feotel^457mg£&£«^LT#7t> 
[0233] (H«113-2) (S)-2-t-^h^^/V#^/VT5/-4-(5,6-^^na-l-^V^/V 

_ 1H _^ ; /x-r5^y-/w2-r/v)-7 , ^yy^T^yK ^y^/v ^x/v^-a-^ 

^Jt^)113-l-e#b^db^ 457mg£@^ 4ml«ft?U 60X^2 0 F^lI^Ut 
o £0S^T&, M£@*U h/Vai>-e*»Ufc«^aa^/VA^»»L, lmol/1 
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(Hii^Jll3-3) (S)-2-t-y>^^^^/VT^y-4-(5,6-> ? ^nn-l-^^5 u /V 

^^J113-2T*#b^f^fb^249mg(0.453mmol)^THF 2.5ml&.lWy— ;V 
2.5mlM8?U lmol/l7k^b-thy^A7K« 2.5ml^Px., ^U^mmMftUc 

[0234] (HJfe^J113-4) (S)-2-t-7>^>75/-4-(5,6-^np-l-^^/WlH-^X^ 

^y— /v-2-^;v)-N-hy^-/v^^^75K<D^ 

HJfe#iJl 13-3T?#btvfC'fb^ll2mg(0.245mmol)^ni3^/V^4nil t^#?U 
WSCl£8fe& 70.3mg(0.367mmol), HOBt 36.4mg(0.269mmol)S.tl ? O-hy^tKn^r 
is;VT^y 70.8mg(0.257mmol)^Px.T^ia-C4 0 KI8l#Lfco KfS^T#, ^na* 

^umm^v^^/^y^ti^Y^yy^-(^^>/mm^i-^)KX<>x 
mmu nmoik&mttmgzti&mftbvxntzo 

[0235] CMMM 113-5) (S)-2-T57-4-(5,6-v ; ^nn-l-^>'^/V-lH--<>'XV^^/— /V 
-2--l'/V)-N-tKodr^^75KC0'a-fi!c 

^Jg^JllS^-e^btifcfb^l 12mg(0.223mmol)&0 c C }C?£liPU 25%h!l^/V^-n 
^/^np^i,^1.2ml^n^, ^fi-C2P#ra»L7to £0fo&7^> 

x^xmmu mm<Ditit®(Dby7/v*timmmL0mgz&&mfokLx'mc o 

MS(Fab,Pos.):m/z= 373,375,377[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.86(3H,t,J=7.3Hz) 1 1.20-1.37(4H ) m),1.69(2H,quint,J=7.3Hz),2.23-2.35(2H,m) > 2.87 
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-3.01(2H,m),3.80(2H,t > J=6.6Hz), 4.17(2H, t,J=7.3Hz),7.87(lH,s),8.00(lH,s). 
[0236] mmnu) ^)-2<^^^y;V^;V-T^A-^<\-^^^-^-^^^ 

mmn 14-D (s)-2-(N-t-^b^^;^-;v-^a^^M^v-r^y 
) _ 4 _ (1 _ : / nt Vv-iH-<^xV^y'"/w2-^)-^f-yy^T^K 'O^/V ^ 

«^105-31:-#ib^^b^t)798mg(1.65mmol)^4mol/l^^**/^^rf-^ 
8mlfc**U ^Mtn^^WLfCo TO^T^> »«£«*U ^f?*^S#U 

$1/ 20ml{C^ft?U ^^D^dr^^/V^T/VxtK0.220ml(1.82mmol)^*n^-C^ 
MX*mftmMWUZ 0 ^VN^byTirb^>'*^b^^hy^^420mg(1.98nimol) 

^>dr^^;V*'^-h 396mg(1.82mmol)^PX.60t:-e2 0 P^^#bfc„ HJS^T^ 

fcio-OfiflKU ^fE^b^652mg?r*^ttW»i:tT#fc 0 
[0237] (3Ufe#|114-2) (S)-2-(N-t-yhdf.^;^-/V-^a^drV^^/V-T^/ 

«^J114-1-C#bnfdb^ 652mg(U9mmol)£^^1^30mn^fifU 10% 

mmm 1 14-3) (s)-2-(N-t-^>^^^/^^^^i :i ^^^^^^-^-^)- 4 -( 1 - 

U-2Xnbfttz.fc&m 347mg(0.757mmol)£^Pti*/VA10mU^fi?U 
WSCI^^182mg(0.950mmol)^.t5O-<^'^;VtKn^v'/WT^y 
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[0238] ('MMMIU-D (S)-2-(v^n^^>/M^vWT5/)-4-(l-^n tVWIH— <^X75 
^"V— /W2--f;i^)-N-tFndr^^^5:KO-a-^ 

H-S-e^btlfc^-a-tl 292mg(0.519mmol)£^;t*1^10ml&O^/- 

m ^y-fhmm^x^xmmm^u mmtw^tu iwcii 260m g <£> 
^r^»Lfe 0 si^r^ M£@5feu ^«^y^y/v*^^n-^h^^ 
mfrtLxmtc 

MS(Fab,Pos.):m/z= 373[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 5 = 

6 2 

0.94(3H,tJ=7.3Hz),0.95-l.02(2H,m),l.l2-l.27(3H,m),l.60-l.88(8H,m),2.32-2.40(l 
H > m) ( 2.40-2.49(lH ) m) > 2.65(lH,ddJ=12.2,7.1Hz) > 2.82(lH ) dd > J=12.2,6.6Hz) ( 3.l8-3. 
22(2H ) m),3.79-3.83(lH,m) ( 4.33(2H ) J ) t=7.3Hz) > 7.5l-7.55(2H > m) ( 7.76(2H,m),7.90(2 
H,m). 

[0239] ('MMmi 15) (S)-2-T5/-4-[l-(2,3,5 ) 6-xh77/V^-D-4-^h^S/--<^v ? /V)-lH- 
-<^XV^^y-/W2-r/V]-N-fcKn^i/^7^KWb^No.98]W^ 

M1&m05-\Xnbtltlik&y>J 502mg(1.18mmol)£DMF lOmUC^L, m&W) 
^^174mg(1.26mmoI)^^^7/^n^^/vyp^^K0.230ml(L53mmol)^P 

0Amoi/mmRTfmftik&*xmfti,tz o m^mm-rvv^x^muc^ mm* 
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tz 0 mMmi-m^x^m. mm^y^y^v^yy^-i^^y/^m^ 

[0240] mmmU5-2) (S)-2-T5y-4-[l-(2,3,5 ( 6-xh7^/^n-4-^h^^— ^J;V 

ym-^yX^yy*— ;v-2-4M-N-VV^tt :f sy*^y^<D&$. 

517mg£#fc 0 ^O9^309mg£^nn*/W»6nil \mMU WSCIifiifefi 
187mg(0.977nimolX JkXKhhV^AA&tti'A'TSy 178mg(0.646mmol)^DX.T^ 

ux\mwmmji.o k&&t&, ^miv^M-cig*, m^-k^xm 

^-Kty/0|xf/Hiaot«lL, ilfao^1^124mg£k&@ft 

[0241] 15-3) (S)-2-T^/-4-[l-(2,3,5,6-7 1 h77/^n-4-^h^v'-<>'> f /l' 

)-lH-^yX^^y-/V-2--f/V]-N-tKndrv'y5 L 7$KC0^ 
^ife0yil5-2-e#etlfcfk^l24mg(O.291mmol) StfCfcftiPU 4mol/l:&« 

^(D^^ 33.9mg^S^@#:^bT#fCo 
MS(Fab,Pos.):m/z=427[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

2.33(2H,m) ) 3.20(2H,t,J=7.5Hz),3.83(lH ( t ) J=6.8Hz),4.06(3H,s),5.75(2H,s),7.46-7.54 
(2H,m),7.73(lH,d ( J=7.6Hz),7.77(lH,d,J=7.6Hz). 
[0242] mWfr\ 1 16) (S)-2-T^7-3-(4-^ utf^yy^=./ls)-N-t\?v^-y°vK°jr VT5K[ 
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(Ml&m 116-1) (S)-2-t-7>^ri/^/L'^-/VT5y-3-(4-7 P O7K=¥^7^^/V)7 0 P t° 
rf?IK(DN 0 -Boc-^-ov'^^/V^x;V 509mg(1.71mmol)£THF 15mH3§#U 

&mkl-WH<m) 74mg(i.85mmoi)^n^, £irc5#ng«#Lfc. 

K^n/^ 0.700ml(5.23mmol)^DX., WX:X4&W6tiftUto KJfcflTfL 

[0243] (Hit&#J 116-2) (S)-2-t-^h^^/V^^/V7'5y-3-(4-^ , n7Kdf-^3iri/^)-N-hIJ 
^ii^ijl 16-l-C#b^dk-a-^279mg(0.828mmol)^THF 2.8ml,&tW/-/V 

2.8muzmmu imoi/\^miti-hv>^mm 2.8mi^M^xmux2mmmwL 

£US*£&^nn/!vKk8ml fci§#U WSCI^^ 234mg(1.22mmol\ HOBt 
132mg(0.977mmol)^.^O-hy^tKn^rv'^T5^ 236mg(0.857mmol)^Px.-C^ 

y7j~(?xivi*;VJ»/mk=c-3-M\Z.&oXmWkU «HB<mi^^285mg£ 
(HJfi#|116-3) (S)-2-T^y-3-(47 P n^^ 3 :^)-N-fcKndrv/^nt 0 ^T5K 
^^J116-2T*#btLf^fb^l37mg(0.236mmol) Wtu^iPL, 25%hy7/V^n 

weo^b^(0hy7/^ngtM78mg^efe|l^tLr#7c o 
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MS(Fab,Pos.):m/z= 239[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.97(3H,t,J=7.3Hz),1.71(2H,sextJ=7.3Hz),2.89(lH,ddJ=13.7,6.9Hz),2.95(lH,dd,J= 
13.7,7.5Hz) ( 3.65-3.70(lH ) m),3.90(2H ) t ) J=6.6Hz),6.89(2H,d,J-8.7Hz), 

7.11(2H,d,J=8.7Hz). 

[0244] mmmm) (sy2-r\/-z-[^-t-^/^y^/^^)y^M-n-\iV^ 
(MHMm-i) 2-t-^>^^/v*'^T^y-3-[4-(4-t-^^/v-<^^^- :3 f^)7 

rfcI£<DN°-Boc-^ni/^5VK^;*7VV 513mg(1.72mmol)£THF 15ml[C?g#?U 
frMik-f-hVVMM 74mg(1.85mmol)^PX., ^UX^MW.WLtlo wCtC4-t-^ 

0.370nd(2.06mmo])&jtJO*., 60VX»2 0 ?%MWVtz 0 Rffcftk 

?§»©*u ?vu*;vMmm.tz&, o.imoi/i^, mwk&xx°$m 

[0245] (Hffi^Jl 17-2) (S)-2-t-^>^^*7V#^/VT57-3-[4-(4-t-^^/V-<^^/V^ 
17-l-e#btbfc^^615mg(1.49mmol)S:THF 6.5ml&tW/-^6.5ml 

S£^pn7}vW»10ml «fi$U WSCI&it& 428mg(2.23mmol), ^tfOU^A-tK 
u^s)V7Vs 410mg(1.49mmol)^Px.T^M-C3 0 Hflif #Lfc c 50S^TiL ^pp 

o-Cf»UU ^|E^^^410mg^efe@^:i:LT#/c o 
[0246] 17-3) (S)-2-T5y-3-[4-(4-t-^^/V-<^^^- d r^)7^^]-N-tKD 
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^^J117-2T*#btbfdt-^#ll93mg(0.282mmol) £0rtC?fr£PU 4mol/l^b7K 

83.9mg£ &&mfttLXmc 0 
MS(Fab,Pos.):m/z= 343[M+H] + 
'H-NMR^OOMHz.DMSO-d +D O): 8 = 

6 2 

1.28(9H,s) ) 2.90(lH ) dd ) J=6.7 I 13.9Hz) ) 2.96(lH ) dd ) J=7.3,13.9Hz) ( 3.70(lH ) dd ) J=6.7,7. 
3Hz),6.97(lH,d,J=8.7Hz),7.13(lH,d,J=8.7Hz) J 7.37(lH,d > J=8.5Hz) ( 7.41(lH,d,J=8.5H 
z). 

[0247] 1 18) (S)-2-T^y-3-[4-(2-7^^/V-<^v : /V^-^i/)7^^yH-N-tKndr^ 

7 n t^^T^KMb^tlNo. 100]<D-£/& 

18-1) (S)-2-t-^>^-^/V^^/VT5/-3-[4-(2-7^^/V-<^v J yV^ 

lfjm<ON a -Boc-^-n^^;V=c^^ 503mg(1.69mmol)£THF 15ml(C^^L, 
7K^<b-7"hy^A(60%) 74mg(1.85tnmol)^P^, ^UX^mmWVtc. 
=My^n^K 0.368ml(1.41mmol)^Px., 60t:T'18B#raWL7to Kfofe 

t&s mmzmiku ?*n*;vMmm\.tz&, o.imoi/i^, ^m-m^xmw 

v^h777j~(^*y-i//mm^M^£<>xmmu mmwk&mtesmgzm 
teftmrnfrtLxntco 

[0248] (^J|0!ll 18-2) (S)-2-t-7h**/%^7$-;\'T^;-3<4<2-7*~;^>i?/\'tt 

^iWJl 18-lT*#btT,fcfb^648mg(1.47mmol)^THF 6.5ml.&lWy— /V6.5ml 
t£^fl?U lmol/lTk^b-t-hy^ATK^ 6.5ml^Px.-C^?a-C2SpP H m#Lfc 0 

mr'&, &mz%i:U imoi/mm^xoXpH^z-^zm^Ltc ^no*;^ti 
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%?nu*;l<M2m\ fci&fcU WSCI^^ 437mg(2.28mmolX RTfO-VV^KY* 
*V)V7*:s 422mg(1.53mmol)^P^-C^S-C3 H fl«#lt KlS^m 

[0249] (««H8-3) (S^2-T^-3-[4-K2-7^^^/^^)7^V]-N-tKP 
^iS^JH8-2-e#btlfdb^l54mg(0.218mmol) £^Pn7}vKk0.5ml{£?gfifL-C 

;- ; v)\z.3:oxmmu mm<Dit^<Dmmm 77.2mg&fife@fta/t#fc 

o 

MS(Fab,Pos.):m/z= 363[M+H] + 
1 H-NMR(500MHz,DMSO-d +D O): 8 = 

6 I 

2.90(lH.dd,J=6.6,13.7Hz),2.96(lH,dd,J=7.6,13.9Hz),3.68-3.73(lH,nO,6.83(lH,d,J= 
8.7Hz),7.10(lH,d,J=8.7Hz) ) 7.34(lH > d ) J=7.5Hz),7.37-7.48(5H ) m),7.59(lH,dJ=7.5H 

z). 

[0250] (*ttfllll9) (S^2-T57-34444-^ha^^V^^^^]-N-tKP^^ 
Pt°^-yT^KMb^No.l01]<7)^ 

(«f 111 19-1) (2-t-^h^^/^=/VT5y-3-[4-(4-= hn^y^/V^^^ 

TfT^(DN 0 -Boc-^n^^/V^7 i /V 257mg(0.865 mmol)£THF 7.5mH38#PL 
, im\\&YWMm) 37mg(0.925mmol)^nx.> girC20#|ffl&#Ufco ZZKAr 
-t-pXy^n^K 217mg(1.04mmol)^PX., mUXl\mMWVti 0 Kffrfct- 

m *«e***u ?xm*>vMmm^tzM, o.imoi/i^, 
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[0251] (MMWU9-2) (S)-2-t-^>^^/l-fc/kT5/-3-[4-(4-^hn^>-^/V^-drv/)7 

MMMl 19-l-C#btbfc>fb^288mg(0.669mmol)?rTHF 2.5m\R 
3.5mHC**U lmol/l*IWb^y«XMc*»c 3.5ml£J!JD;tTMTn.5f$M#L 
fc. £J&*I7#, *jfc&«*U lmol/tfiBftlc<toTpH«:3-4^ai«ELfco 

172mg(0.898mmol\ RXfO-hV^W^yjVT^ 181mg(0.657mmol)^P^T^ 

[0252] (UMl 19-3) (S)-2-T5/-3-[4-(4-^hn-<^v?/V^^)^ 3 i^]-N-tKn^^ 

Hife^J119-2-C#btbfcfb^337mg(0.500mmol) ^rOt^ftiPU 4mol/llg>fb7k 
m/^^^^^3.3ml^n^, ^»-e2.5R*IU«#Lfe. m&%k~r&. 

MS(Fab,Pos.):m/z=332[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 5 - 

6 2 

2.91(lH > dd ) J=13.7,6.6Hz),2.97(lH > dd,J=13.7 > 7.6Hz),3.71(lH,t ! J=7.1Hz),5.26(2H ) s) J 
7.00(2H ) d,J=8.7Hz),7.15(2H,d I J=8.7Hz),7.72(2H,d J J=8.8Hz) > 8.26(2H,d ) J=8.8Hz). 
[0253] (3litfi#iJ120) (S)-2-T^y-3-[4-(2,4-> ? 7/P^-n-<y^V^-dr^)7i^/V]-N-tKP 
^^Pk^VT^RMfc^No. 102]<D^Jc 

(l£S60dl2O-l) (S)-2-t-^h^^^^/VT^/-3-[4-(2,4-> ? 7/V^-n-<V^/^ 
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TfT|R(DN 0 -Boc-^n^y^5 L /V^X/V 500mg(1.68mmol)£rTHF lQmlldStfU 
frmtl-WMeW) 74mg(1.85mmol)^n^^ MMXWMMWLtCo ££U2,4-i? 
7;V^-in-<^v ; ^P^^K0.256mK2.02mmol)^U^, g?&T*25Bf Ff5it#Uh 0 

h&tsl &m%g!£;u vvu^vMzMmuz®., o.imoi/i^, ^fp^TK-e^ 

^n^f^^-^ty/W^f^iao-CiiL, HfetfMfc'^632mg£ & 

[0254] («^120-2) (S)-2-t-yh^v-^^^/VT5y-3-[4-(2,4-^/^n^y^/^ 

H5lf!jl20-l-Ci#^nfc^'a-^632mg(l.50mmol)^THF 6mlS.W^7-/V6mUC 

TfL ^£©*U lmol/li£^?tU:oTpH£3~4^MLfCo ^nnzlvVA-ettffl 

^nn^/VAlOml fc»»U WSCIi&iftifi 430mg(2.25mmolX &tfO-M;?vM:Kn* 
453mg(1.65mmol)^PX.T^m-C3 0 F^jt#Lfco SJ£teT&, ^pp* 

[0255] (»^Ji20-3) {^)-2-T^-z<A<2A-yy;virn^y^)V^i/)y^M-n-\i 

^^J120-2-e#btT/fdb^306mg(0.416mmol) ^0°C{C^iPL, 4mol/l£ftrfC 

& 125mg£6fe@f*£L-C#fco 
MS(Fab,Pos.):m/z=323[M+H] + 
'H-NMR^OOMHz.DMSO-d +D O): 5 

6 2 

2.91(lH ( dd,J=13.7,6.7Hz),2.98(lH,dd,J=13.7,7.5Hz),3.72(lH,tJ=7.2Hz) ) 5.07(2H ( s), 
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7.00(2H ) d > J=8.7Hz),7.11-7.20(lH,m) > 7.16(2H ) d,J=8.7Hz),7.27-7.32(lH,m),7.59-7.6 
4(lH,m). 

[0256] (MMWUl) (S)-2-T5/-3-[4-(4-^T/^^> ? /V^-^-^)7i^H-N-fcKPdr^7 P 

nbra-yr$K[^^No.io3]©^ 

mmmui-l) (S)-2-t-^>^^^^^r^y-3-[4-(4-^T/^^v ? /^=¥^) 

TfcI£<DN°-Boc-^n^^/V^;*.7Vl' 255mg(0.858mmol)3rTHF 5mlt?S#PL, 
**<b^hU^A(60«37mg(0.925inmoDS:JO^., £fi-e20#|RISi#l,fc. 
T/^^nWK 197mg(1.03mmol)^P^, ii^5«»LfCo K/£^7 

fee ^»«w^-hy^^-e^;^, }§»g±u ^«Sr>y*y/v*^^o 

[0257] (HWJ121-2) (S)-2-t-y h^^/V^-/VT5y-3-[4-(4-^T/^<^v f /^^r>') 
^Jfe0iJ121-l-e#^tLfc'fb^329mg(O.8O2mmol)^THF 3ml&W^/-/W3ml{C 

tt^nn7jN/V^6ml KigfilU WSCI&^& 222mg(1.16mmolX XtfO-hiJ^Vl'fcK 
ndfi/vVT^ 234mg(0.850mmol)^Px.T^aT*2 0 mffi$Ut 0 Rf&fcTfl, ?v 

[0258] (HJfe0»J121-3) (S)-2-T^/-3-[4-(4-^Ty^^^dr^)7^^]-N-tKn=3r^ 
^»J121-2-C#P>^cfk^l51mg(0.231mmol) SrtfCJC&SJU 4mol/Hfi^* 
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ntc 0 

MS(Fab,Pos.):m/z= 312[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

2.91(lH I dd > J=13.9 > 6.7Hz),2.97(lH,ddJ=13.9 > 7.5Hz) I 3.71(lH,t ) J=7.0Hz) > 5.20(2H,s) > 
6.98(2H,d > J=8.7Hz) > 7.15(2H,d,J=8.7Hz) ) 7.64(2H > d,J=8.5Hz),7.88(2H ) d > J=8.5Hz). 
[0259] mikm 122) (S)-2-T5/-3-(l-^^77^i37 3 i=/^^/WlH-^yK->'V-3-f 

(^f!)122-l) 2-t-7> d ri/^/^^/WT5/-3-(l-^^^/V^-o7^^^/V 

TfT|R(DN"-Boc-M;7 c h77y^Ov ? /V^7 L /V 504mg(1.28mmol)&THF 15mH^ 
MU 7Kmft^hy r >A(60%)56mg(1.4nimol)^Px.T60 t C-ei0^rBlit#LfCo £££ 
^^7/V^n^>-^^PWK0.230ml(1.54nunol)^P^r^S^2.5B#W^#b 

[0260] (^iif!jl22-2) (S)-2-t-^h^^/^-/VT5/-3-(l-^>'^7/V^-D7^=/M 
^yV-lH-^yK~/V-3-^/V)-N-hy^^-^rv'7 P ctt 0 ^-^T5KO^ 

»^Jl22-l-e#b^db^615mg(1.07mmol)^THF 6.2mL&tW/— /V6.2ml 
f-*§$?U lmol/l7K^b^hy!>A7KM 6.2ml^Px.r^fiT'H^r B m#bfc 0 KfS 
UTt, «£@*U lmol/l^{Cj;o-CpH^3-4»SL, #rtt|Ub[ift:£a& 
&Lfc 0 rtl^oa^/V^lOml Kf&MU WSCI^ik 289mg(1.51mmol\ 
MJ^vVfcRn3->'/VT5> 306mg(l.llmmol)^PXLT^MT?2 H KJt#Lfc 0 
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^MK^xmnu «&<zMbkto602mg& te&mfcbhxmco 

[0261] (^»Jl22-3) (^^-T^-z-ii-^^jvirtiy^^v^jv-m-^Y—^ 
-3-^)-N-tKndf-v-7 P ot°^-yT$K(D'^^ 
^0iJ122-2-e# W^b^l96mg(0.264mmol) fctfCfcftiPU ±mo\/mt* 

MS(Fab,Pos.):m/z= 400[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

3.06(lH,dd,J=7.6 > 14.5Hz),3.15(lH ) dd,J=6.7,14.5Hz),3.75(lH ( ddJ=6.7,7.6Hz),5.49( 
2H > s) ( 7.09-7.13(lH,m) ) 7.23-7.29(lH ) m),7.54(lH ( d,J=8.4Hz),7.65(lH,d,J=7.9Hz). 
[0262] (Hig#|123) (RS)-2-T5/-3-(l-^<>-^-/W-lH--r>'K— ^-3-^)-N-tKndrv-y 
n fc^T^KDfb^No. 105]<D-£/& 

(MMM123-1) 2-t-yh=3f-^/V7}?=/^T^y-3-(l-^^/WlH--('^K-/U-3-(' 

TfT|SC»N 0 -Boc-h!;7 P h7T^^^^7 L /V 495mg(1.28mmol)£:THF 20mUC^ 
MU fcmik-thytMM 48mg(1.2mmol)^P^ 

xm&xzmmmwLtc 0 k^t^l mmu ?vv*Mzmz.xo.imoi/im.m 
Rwm%i-ki&7kxmfrLtc 0 m*m.wt-tvv'}j*xM,®k^ mmg^xmmz 
i/y*?/v*7j±?v^h?77^(^*v>/&m^Mxmmu mmwk&v?) 
2Mmgzm&*mmfttLxmfz 0 

[0263] (Hife0iJ123-2) (RS)-2-t-yh^^^n/VT5y-3-(l-^>'^/WlH-l'>K-7V 

H»J123-lT'#b^/db^^l243mg(0.523mniol)^THF 2.5ml&lW/— )V 
2.5mHc8$?U lmol/lTK^i^by^^TK^ 2.5ml£;&n&TM^4B#raii#Uh 
o £Ofr^7fL «£®£U lmol/l&^lCioTpH£3~4KflgU^ ^tl^n 

£^nn/jvW*4ml WSCim&iM. 159mg(0.830mmolX &TX)-hU^vVtKci 
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[0264] («#|123-3) (RSh2-T5/-3^1^^^1H-^K-/l^3r-^)-N-tKP^^ 

HJfe^!|123-21?#b^fdk^l48mg(0.234mmol) &0*CK:}fr£lU 4mol/l^b* 
^/^^f-^^l.Sml^PX., 0^X3.5 W«Uc 0 K» 

LT#fc 0 

MS(Fab,Pos.):m/z= 290[M+H] + 
'H-NMRtfOOMHz.DMSO-d +D O): 5 = 

6 2 

0.85(3H,td,J=7.2 ) 3.8Hz) ) 1.19-1.43(4H ) m),1.73(2H ) quint ) J=7.3Hz),3.07(lH ) dd,J=14. 
5,7.2Hz),3.18(lH,dd > J=14.5,7.2Hz),3.76(lH,tJ=7.2Hz) > 7.06(lH ( t,J=7.9Hz),7.17(lH 
1 t,J=7.9Hz) I 7.20(lH ) s),7.44(lH > d,J=8.0Hz) I 7.63(lH,dJ=8.0Hz). 

[0265] mmmm) m)-2-T^-^i^-t-^/^y^vyiH-4^--^-z-^M 

-N-tKndr^Pt'^-VT^KMb'g-^lNo.l06](D^^ 

(^JS^124-1) (RS)-2-t-y>drv/^/V#-/VT?y-3-[l-(4-t-^f-/V-<^^ 

^^(D^-Boc-YV^Vyry^^^^^r^ 251mg(0.636mmol)£:THF 5mUC^ 
fl$U 4-t-^f-/V^^^/^o^^K0.140ml^Px.fc^, frXik-rhytJ* 
(60%)24mg(0.60mmol)^PX.-t^?a-ei8(^P^^#Uc o Kffi&TSL WMU 
*/VA^P^T0.1mol/l^R^fP^^7KT*»LfCo^7KM^hy^^-e^^ 

)-e»MU, ^|B(D^'g-^218mg^it#.^il^fribT#fCo 
[0266] (M0J124-2) (RS)-2-t-^>^rv-*/W#^/VT5:/-3-[l-(4-t-^^;V-<V^ 
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mmu lmoiAfrmiki-hw&TkmwL 2m\^m^xmu.xmmmwvtc <> Rfcm 
xmmu mfo-k&Ax-ifcftLtz^ wat^lt^ mm?*** 

/P-Mml IZMMU WSCI:^:& 118mg(0.616mmolX R.X$0-bV^K\?v*i//VTx 
y 125mg(0.453mmol)^P^-C^?a-e2 0 MWLtc a Sffr&T^ ^nn/jvW^7JP 

[0267] (HifefiJ124-3) (RS)-2-T57-3-[l-(4-t-^/^^v ; /V)-lH--f'^K— /V-3-^V] 
^^Jl24-2-C#^^fc^b'^^ll53mg(0.216mmol) ^O'Cl^iPU 4mol/l^b7K 

*zj-)v*mtl^ ^*y->xm&i-tco *?;-/i>m*Mffii>x&m&?v**M 
xmtc 0 

MS(Fab,Pos.):m/z= 366[M+H] + 
'H-NMR^OOMHz.DMSOd +D O): 6 = 

6 2 

1.23(9H > s),3.10(lH,dd,J=14.5,7.2Hz),3.18(lH 1 dd > J=14.5,7.0Hz) ) 3.79(lH,t,J=7.2Hz), 
5.36(2H ) s),7.06(lH ) t,J=7.9Hz),7.11-7.20(3H,m),7.29-7.35(3H,m),7.42(lH ) d,J=8.2H 
z) ) 7.65(lH,d,J=7.8Hz). 

[0268] (^it^!jl25) (RS)-2-T5/-3-[l-(4-i/Ty^^v ? /V)-lH-^yK— /W3--r/V]-N-t 
Kn=^X/nfc°;t>T^K[^feNo. 107]<D-^J& 

(HJfe0!jl25-l) (RS)-2-t-^h^v-*/^-/VT57-3-[l-(4-^T/^^V)-lH- 
-1VR— yV-3--r;V]^nt°^-^ -<>-^v ^TvK^fifc 

rfT|S<ON a -Boc-MJ7°h77^^> ? ^^X^ 507mg(1.29nunol)£:THF 5mH£^ 
fi?U ^T/^/VT'a^F 298mg(1.52mmol)$r*Px.fc^, i^m\^Y x )^J^ 
(60%)50mg(1.25mmol)^7JP^T^mTn8I^P B m#Uc o S/»TiL $*SU *nu 
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[0269] mmm5-2) (RS)-2-t-^h^^T5y-3-[l-(4-^T/-<y^V)-lH-^^K-/V 
«0lJ125-lt:#bnfdb^^517mg(l.O2 mmol)£THF 5ml&TW/-/V5mU£ 

&m%*u lmoimm^xpHtt-Hmmut. 

;VA7ml (C^fif U mcmsm 251mg(1.31mmol), RXlO-WJ^^^y/VT^ 
V 264mg(0.959mmol)^PX.X^m-e2 0 M«#Lfc. £JS*T*» 

^f6<D^-a-#i4i6mg^ e &m&ti.xmtc 0 

[0270] G«fcflll25-3) (RS)-2-T5y-3-[l-(4-^Ty^^/V)-lH-^^K-/W3-^] 
^^Jl25-2T?#ibtlfdb-^t)209mg(0.309mmol) ^O'CMiPU 4mol/l&tt 

MS(Fab,Pos.):m/z= 336[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

3.12(lH > dd,J=14.7,7.2Hz),3.19(lH,dd,J=14.7,7.3Hz),3.80(lH,tJ=7.2Hz),5.50(2H,s), 
7.09(lH ( t > J=7.6Hz) f 7.14(lH ) t ) J=7.6Hz) > 7.30-7.39(4H ( m) > 7.68(lH,d I J=7.8Hz) ) 7.76(2 

H,d,J=8.6Hz). 

[0271] (»^J126) (RS)-2-T^/-3-[l-(3,4-^^V^n-<^^)-lH-f^K-/V-3-^ 
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rff|S»N°-Boc-M;yh7T^^v ; ^^X/V 502mg(1.27mmol)£THF lOmlfC^ 
$¥U 3,4-^;V^n^Vv?;V7 , o-r^K0.196ml(1.52nimol)^P^fc#, TkUHb^hy 
■>^(60%)50mg(1.25mmol)^Px.-C^fi-e20ll#F H m#b/c o ®£#IT^ «U ? 

[0272] (MMm 126-2) (RS)-2-t-yh^^/V#^/VT^/-3-[l-(3 ) 4-v ? 7/^n-<^>i ; /k 
)-lH-rvK-^-3--r/H-N-HJ^V^-dr^nt°^-^T5:K(D^ 
^i£^J126-lT*#^^b^^l416mg(0.800 mmol)£THF 4ml&tW/— /WmHC 
lmol/lTK^b-^hy^^TkM 4ml£;!jP£T£^TM.5B$M#L/c 0 
7^, «£®*U lmol/l&®?(££oTpH£2~3fcMUio ^tl/^nn/JvVA 

;^8ml }^#?U WSCI&^& 264mg(1.38mmol\ RtfO-hy^KVv^y^TS. 
> 306mg(l Jlmmol)£toT^fi^lB#P B TO#Lfc 0 HfSH-T^, ^nn^/k^D 

[0273] (MMmi26-3) (RS)-2-r5y-3-[l-(3,4-v ? ^^t :I -<^v ? /I/)-lH-^>'K— /W3--T 
^Sfe^J126-2-e#fetlfdk^200mg(0.291mmo0 £0^C^£PU 4mol/li^fc7k 

MS(Fab,Pos.):m/z= 345[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 
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3.10(lH ) dd ) J=14.5 ) 7.2Hz),3.20(lH,dd,J=14.5 > 7.2Hz),3.79(lH,t ) J=7.2Hz) ) 5.38(2H ) s), 
7.05-7.12(2H I m),7.15(lH,td,J=8.1,l.lHz),7.25-7.31(lH,m),7.33-7.41(3H,m),7.67(l 

H,d,J=7.6Hz). 

[0274] mm\127) (S)-2-T^/-3-(l-^^^/V-lH-^yK-^-3-^V)-N-tKn^V^ 
ntr*XT5KWb#*No.l09]©^|« 

tfT|g©N a -Boc-h^7 c h77>'^^^/^^/V4.10g(10.4mniol)?:^*THF 82mlt^ 
»jHL3-K^^^ 8.2ml«ri0jitfc. ^^SMr^A2.03g(6.24 mmoD^P^, 

sa-c24i*iB«#Lfc. Ri£HT^> mm®*u wv^>mz.xvH&mMm 
m^tcmm^mm, m^m^-vfmu ^mmzM*mm-i-vwj±xi&mLtc 0 

[0275] mnmin-2) (s)-2^h^y^^^/-Ui^y^-w-^yV-^ 

%Wfr\l21-lX%hfok.\\&*fa 1.84g(3.96mmol)^v J ^- d rf"V 90mU^ft?U 10% 

^y^mn 368mg^px., ^m^mM.rx2mmmwLtz a mm~r^ 
mwsmi-%) (s)-2-t-^h=¥v^^=/vT5y-3-(i-^^7v-iH-r^K-/w 

O-^^^/VtKP^i//VT?^^410mg(2.46mmol)^^n*^9niUC@^L, 
lmol/l7K^bi-hU^A7K^3ml^n^-C^L<it#Lfc:o £ft*r#*U 

^{C^Jfe0iJ127-2r*#b^fc<b^t)77Omg(2.O5mmol)^^ati*^8ml{C^0L 
, WSCI^^615mg(3.21mmol)^tmOBt 304mg(2.25mmol)£#D;tfd£i££5kfcW 

fc 0 SJSJftTH, ^nmfc/VivtrAD*., O.lmol/tElfcMgSu fiJd*»*"e«5»Lfc 
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[0276] («#]127-4) (S)-2-T5/-3-(l--<^^-lH-f^K-/W-3-f;V)-N-fcKndr>' 

ik&m5.zmg*m&®ffimftkLxntc 0 ^^*^r, ^mouimt^m/^^ 
^mwimmnz., *%;Txmmm.wi,tc 0 Emmjm. mm. mmz^vtc, 

o.5mo\/mm^mo.5mummu mbu m\±&^~tz>^tic£<9 

^©i£^:!&62.3mg££&@fttLT#fc 0 
MS(Fab,Pos.):m/z= 290[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.85(3H,td,J=7.2 ) 3.8Hz),1.19-1.43(4H,m),1.73(2H ) quint,J=7.3Hz) ) 3.07(lH ( dd ( J=14. 
5 > 7.2Hz) ) 3.18(lH ) ddJ=14.5,7.2Hz),3.76(lH,t ) J=7.2Hz) ( 7.06(lH,t,J=7.9Hz) 1 7.17(lH 
) t ) J=7.9Hz),7.20(lH 1 s),7.44(lH ) d,J=8.0Hz),7.63(lH,d,J=8.0Hz). 
[0277] (mmmi2S) (R)-2-T57-3-(l-^^^yW-lH-rvK-/V-3-^/V)-N-tKn^^^ 
nfc'^T^RDf b^No. 1 10]<O^ 

(^ffi^!ll28-l) (R)-2-t-^h^^/V^^/VT5/-3-(l-^^/V-lH— r^K— ^ 
-3--T/V)^nt°^-^^ ^>^;V 

miR©N 0 -Boc-D-hy^h7r^ 3.00g(9.86mmol)£DMF 60mHd^L, fcM^S 
^A1.77g(5.42mmol), S.U f -<^v ? /vyn-7^Kl.l7nil(9.86mmol)^nx.-C^m-r-2i^ 
mmWLtc 0 BCfcfcT&, DMF£@*U BSfch^^/SI^^W^ilLfc 

i±ji^Lrto mt&mk^^/^^sxmi&u @^^b^3.5o g ^efe 

[0278] (HJS01J128-2) (R)-2-t-7Y**sj3^-;\<T^;-z<\-^^;v-m-4i'Y—;v 
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^«128-lTWdb^^2.50g(6.34mmol)^T-fehV50mUv:^J i i|L3-K^>'^>' 

%mmm-2X%hfltc\Y^m l.llg(2.38mmol)^^f-^ 56ml«ft?U 10% 
^yW&fcm 222mg^Px.> 7k*#ffl^TT*2«it#LfCo EDS&m 

1.56g^^@^tL-C#7to 
[0279] («fH28-4) (R)- 2 -t-^h^^/V^^T5/-3-(l-^y^/WlH-^^K-/V 

^^128-3r*#^nfdL^870mg(2.25mmol)^nn^A17.4mU^^L, 
WSCI^^^647mg(3.38iiimol)RtJ ? HOBt 334mg(2.48mmol)^^nx.fc^^^O-^y 
^/VtKa^5//WT^291mg(2.36mmol)*iPx.x ^^4B$M#Ui„ EJ^^T# 
> 0.1mol/«OblC»«, f&fP«*-C»Lfc 0 

[0280] («SS«128-5) (R)-2-T^/-N-tKP^^-3-(l-<^f-^-lH-^VK-/W3-^) 
^jt^Jl28-41?#^tl'fdb^^680mg(1.42mmoO^^ :3 r^^35mUC^L, 10% 
, -fe7-rh^iil-J:oTtt»^*L, SSSESrS*. ^MifelLfCo ^fcfcttT, 
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MS(Fab,Pos.):m/z= 290[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.85(3H,tdJ=7.2 ) 3.8Hz),1.19-1.43(4H > m),1.73(2H ( quintJ=7.3Hz),3.07(lH ) dd ) J=14. 
5,7.2Hz),3.18(lH,dd,J=14.5,7.2Hz) > 3.76(lH,t > J=7.2Hz),7.06(lH,t 1 J=7.9Hz) I 7.17(lH 
,t > J=7.9Hz),7.20(lH,s) ( 7.44(lH,d,J=8.0Hz) ) 7.63(lH > d,J=8.0Hz). 

[0281] (mmmi29) My-mfcrnmitm 

KX*hZ>T;^=-y tKu^iM-Kft^No. Ill], ^n^ytKn^lM- 
No.ll2] % XWy^h7T^tKo*^-K{fc^No.ll3]*fflV>TpH'7-KSieia 

1-ftfc>*>* W*f— A10mg/mL, ^200mh4RUfRW»>ft-g»4&Sr#*0.1, 
0.3, 1, 3mM^5i9^0.4mMy^^-hy^M«(pH7.4)t^ft?L, 37°C~e4H 

Coomassie Brilliant Blue R-250T?2fc£^ X^M— ^-^T«$tlfcZ^$r 

^##fcTor*«s*^100%tLT, ^t^<Drfift^«^£*^ 

[0282] [^1] 
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*1 





^-KJRKMStt (%> 




RR1b£ftftK 




3mM 


1 mM 


0. 3 mM 


0. 1 mM 
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1 0 0 


1 0 0 


1 0 0 


8 6 
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9 7 


3 5 
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-3 
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1 0 0 


1 0 3 


9 7 


4 9 


7 


7 2 


1 3 


-4 


-3 


1 5 


9 8 


4 3 


- 2 


- 1 2 


1 6 


9 8 


7 1 


1 1 ! 


-7 


1 9 


1 0 1 


9 5 


5 4 


1 0 


2 5 


1 0 0 


4 0 
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7 


2 6 


1 0 0 


6 8 


1 7 


1 1 
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1 0 0 


3 2 
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1 0 0 


1 0 0 


1 0 0 


1 0 0 


3 0 


9 2 
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7 4 


5 6 


3 1 


1 0 0 
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8 9 
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9 8 


9 3 
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3 4 


1 0 2 


1 0 2 


9 8 


3 7 
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1 0 2 


6 9 


3 3 


1 5 


3 7 


9 4 


3 5 


1 6 


1 


3 8 


1 0 0 


1 0 0 


1 0 0 


1 0 0 


4 0 


1 0 0 


9 6 


4 9 


3 7 


7 1 


9 9 


9 8 


9 7 


7 1 


7 2 


1 0 1 


1 0 0 


9 4 


6 3 


7 3 


1 0 0 


9 8 


9 8 


9 4 



[0283] imi 
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3E2 



R ft it £ fc 
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[0284] (2llfe#|130) ^A^y*dMh-/u-h9y^iSttW» 

^/Is^ytty— /V0.02mM^K^k-^tJ0.2mM^PBS0.2mL4 J -e37 c C,30^F^ 

DMB(l,2-diamino-4,5-methylenedioxy benzene) Wfc&Mx., £b\Z.4°CX*7B$?$'(y 
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oAwymmmm ( P H7.2) &auft *ftu wlckx*^? y^f— /v-dmb 

HPLCteYMOPack Pro C\8%yM <J> 4.6mm x 150mm) , &mM£LX5xaM])y& 
i-hW^BWMipWA) ^T-feh-HJ/K M0.7mL/min^fflV>, Ex352nm, 
Em385nmTi£:3tM£$ l J£Ubo 

\^&mit&mc£<>xY7v7£titc^^j**^ 
tL-xw-mi^t'o 

[0285] [^3] 



S3 



a B lb £ «a 


(% V^fVJ) 


g 5 


8 4. 2±0. 6 


1 O 4 


8 1. 9±2. 1 


1 O 5 


9 3. 3±0. 8 


1 0 7 


8 7 . 3 ±0. 5 


1 1 1 


7 7 . 6±0. 5 


1 1 2 


7 4. 4±2. 7 


1 1 3 


9 6. 2±0. 7 


7S / /f7-v> 


5 2. 8± 1 . 5 



[0286] (»0*J131) ^J^F-f— ^-h?y:/?SttW* 

^ y ^^_ /V0 .02mM^W^^^0.2mM^PBS0.2mL'p-e37 o C,30^P^^^ d r 

a ^-H,fc. ^y^^-v-aVf-^HO/x LiC^L^*05mM DMB( 

l,2-diamino-4,5-methylenedioxy benzene) }§«*D;i, ZbKlVXmm^*^ 

-huxa#l"?>^^^^ w -^ DMB ^ SJ;&$ ' frfCo KJS^7&, 0.4My^ 
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WMW* (PH7.2) SrJDfCtftU HPLCfCT^y^f— /V-DMB^tfp^^gL 

HPLCiiYMOPack Pro C18#7A( <f> 4.6mm x 150mm) , &WlMblX5mM.yyWl 
i-h]}^mWWc(pH7A) -25%T±h~hV/l's M0JmL/min£fflV\ Ex352nm, 
Em385nm-C«3fe3ft*Srai3eLfc. 

[0287] [£4] 



^4 



KISHtStt 




9 5 


6 5. 7±2. 2 


1 O 4 


6 6. 5 ± 2. 4 


1 0 5 


6 9. 7± 1 . 1 


1 O 7 


6 9. 8± 1 . 2 


1 1 1 


7 5. 2± 1 . 3 


1 1 2 


6 7. 8± 1 . 2 


1 1 3 


7 5. 9±0. 9 




3 2. 9±3. 8 



[0288] (HSfe#]132) (R)-2-T$y-3-[l-(3,4-^7/V^-n-<^> ? /W)-lH--rvK--/V-3--l';H 

Gfe&fe0Ul32-l) (R)-2^-^>^r^/V7}?^T5/-3-[l-(3 ) 4-v ? 7/V^-P^>> 5 ^ 

^ife^Jl28-l-e#^tl-fdb-^tl300mg(0.761mmol)^TirhV6ml{C^L, 3,4-v 5 
7^n^^v ? /vynWF0.0967ml(0.913mmol)&U ? ^^-fe^i>. 
136mg(0.419mmol)^P^-C55 < C-e24^rHlJt^Lfe o RfoWT®.. «J«Sr©*U ? 
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Txv*A>j>&M*xm9** Axm^s^^muto m*xutrw**& 

[0289] 09MW132-2) (R)-2-t-yh^i/T^-3-tl-(3,4-v?7/V^n^^/V)-lH-^yK- 
«^Jl32-lTi#bnfdk^^203mg(0.390imol)^^^f-^10mU^»L, 10% 

*9>fl«IW:otlli«i*U *§Sfc*Ut. ^na*M 

6mHE***U WSCIJfegfeifi 112mg(0.585mmol), HOBt 55.3mg(0.409mmol), & 
HJf-ZVtKa^v'/VT^y 113mg(0.410mmol)^nx., £»"t?20l*roif#Lfc. £JS 

%& r ^ ?uv*frj»%to*xim. Miti-b^^mm. m^m^x^u 

^^(^^y/^^^^^^oT^L^fBW'f^ieOmg^^fe^M 

[0290] mmmm-z) o^t^-hi^.^^^A'Hh^k-^-w^ 

]-N-tKn^^o If* W§K Wk^*No. 1 14] 
^ffi^J 132-2^#^tvfc^^l60mg(0.233mmol)?:0 < CiC^iPL, 4moI/l*ft** 

/^^f-^1.6ml^0x.r^®-e4^F^«#bfc o KfcftTft, *K*»*U H 

£|fc£77.8ing&6feiafcH/C#fc. 
MS(Fab,Pos.) : m/z= 346[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D 2 0) 6 = 

3.11(lH,dd,J=7.3,14.7Hz),3.20(lH,dd,J=7.3,14.7Hz) > 3.79(lH,t I J=7.3Hz),5.37(2H,s) ) 
7.06-7.14(2H,ra),7.15(lH,dU=1.2,7.1Hz)J.27(lH,ddd > J=2.2,7.8,H.4Hz),7.32-7.41 

(3H,m),7.67(lH,d,J=7.8Hz). 
[0291] ($tt*|133) (R)-2-T^-3-(l-^^-lH-^yK-;W3-^V)-N-tKPdr^Pt° 

*yr$KC'fb^*No.iiS]®^J* 
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(HWJ133-1) {R)-2-l-ZfY*i'%;VT$~;VT^;-Z^\-*'?;\<-m-s(>\!—;V-Z-y< 
HJfe^J128-l-e#^tlfC'fb^2.00g(5.07mmol)^T-feh>40ml^WL, 3— K** 

460mg&&6ifi2|fc&£l/C#fc. 
[0292] (H»J133-2) (R)-2-t-^h^^^=/VT$y-3-(l-^^/V-lH-OK-/W3-^ 

Hife^Jl33-l-C#^tlfdb^460mg(1.13mmol)?rDME 25mHC^L, 10%/*9^ 

WSCmmm. 324mg(1.69mmol),&tK)— <-y*J;VK\?U**s;VT5.-y 
143mg(1.19mmol)^nx, MUXl6^mmWVtc 0 ^pp^/W^Px. 

mte,<Dit&m57mgz&&mfckLxmco 

[0293] (»#J133-3) (R)-2-T5/-3-(l-^^-lH— T^K— /V-3-^7V)-N-fcKndr^n 
fc^TSK Dfc-a^No. 115] <D&& 

^^J133-2T?#btlfdt^^l257mg(0.607mmol)^DME 13ml^^L, 10%/*? 
Wl»&m 120mg£toT*il#igMT^MT-24B#M#Lfc o JxJ»Tm, ir? 

4mol/l^k7K^/^dr^V2.3ml^P^T^?aT*2B*ra»tfCo Ki&iHT 

Mm56mg%&&m&kLxmco 

MS(Fab,Pos.) : m/z= 234[M+H] + 
, H-NMR(500MHz,DMSO-d +DO)S = 

6 2 
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3.08(lH ) dd ) J=7.5 ) 14.5H Z ) ) 3.17(lH,dd ) j-6.6,14.5Hz),3.74(3H,s),3.72-3.77(lH ( 
m),7.08(lH,dd,J=7.2,7.8Hz),7.17(lH,s),7.19(lH,dd,J=7.2,8.2Hz),7.42(lH,d,J=8.2H Z 

),7.65(lH,d,J=7.8Hz). 

[0294] mi&mm (R)-2-T^/-4-(i-^n-^^/^5 L /v-iH--<^x^5^y-/w2-r 

^yn-^u^yf^y?y Mb-a^No. 1 16] <d&& 

(«#I134-1) (R)-4-(2-T^/7 3 :=;^>'W^^)-2-t-^h^>'^^^^T5y 

rfT|S©Boc-D-^/V^5>^^/^^^2.50g(7.41mmol)^^cin3jv/VA25ml 
f£^#PU WSCI&®?:&2.13g(ll.lmmolX HOBt 1.10g(8.14mmol)^PX., 'MUX5ft 
mUkULtCo Z.fh%:\,2-7x.~WV'TVs 0.962g(8.89mmol)^)^ciP^/kA25ml^ 

1 .96g£r £J£ tH. iLT#/Co 
[0295] mmmiM-2) (R)-2-t-^>^^^/^^T^y-4-(l-^P-^/^/WlH- 

^yX^^^y-/V-2-^/V)^^y^^Ti/yK^^v ? /^^^r/V^)-^^ 
^^J134-l^#b^fdb^298mg(0.697mmol)^^nn^y9ml^^L, V 

^n^1^# ;V/KT7VX tK0.094ml(0.772mmol)^P X., ^^O^lt^U-Co 
^(ChDT-feh^*^'fb* , ?^^MJ , >^223nig(1.05mmol)^P^, ^fi-C5B3f^jI 

&u m^mmi-vv^x^m^tco mmzw^u mmmm^uzmmu eor 

$S{U 8lfB©'ffc^247nig&&fe@fteL"C#fco 
[0296] (HSfe#Jl34-3) (R)-2-t-^>^^^^T5y-4-(l-^n^drV/V^^/V-lH- 
'<^X^5^y-/V-2-l'/l-)-N-hy^^- d r^^75K©'&^ 

134-2^1#btvfc'fb^^228mg(0.450mmol)^^ d rf->'10ml^^L, 10% 
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6mUZ.MMU WSCmmiM. 129mg(0.674mmolX HOBt 60.8mg(0.450mmol\ RXfO- 
hy^tKndr^VT^y 130mg(0.472mmol)^i}DX., MT^Offl^LfCo Rfo 
HT#, ?vv*/^$:Mz-Xm.m, *mY>-tV)VJ*fcUW., tS?P^7k-eSfe#L, 

mtLxmtz 0 

[0297] (HM134-4) (R)-2-T5/-4-(l-^n— **SJV*?-;V-m-' <yXJ^/—;V-2- 

MMM 1 34-3-e#btLfc^^l69mg(0.25 lmmoO^Ot: «*PU 4mol/l^k*^ 
/v?^f-yi.7ml^P^.T^^-e5B$rajt#Lfe 0 £J»7I£, ^£®*U II 

mkm\.2m*&&^Vf£Lxmc 0 

MS(Fab,Pos.) : m/z= 331[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

1.08-1.22(5H,m),1.53-1.72(5H ( m),1.85-1.95(lH,m) J 2.32-2.38(2H,m) I 3.23(lH I dd, 
J=8.3,16.4Hz),3.31(lH,dd ) J=8.3,16.4Hz) > 3.26-3.48(2H I m),3.85-3.89(lH,m) I 4.26(2 
H,d,J=7.6Hz),7.55-7.60(2H ) m) ( 7.78-7.83(lH ) m),7.95-7.98(lH ) m). 
[0298] («#J135) (R)-2-T^7-4-(l-^n^v//Vp<^;V-5 ) 6-v ? ^^V-lH— <^X-T5 
^)/-/W2-^/U)-N-tKndr v-^^^^K [^-g-tlNo. 117] <D&& 
(MMM 135-1) (R)-4-(2-7^-4,5-^f;V-7x^;W'$^;l/)-2-t-^h^v' 

rfJI£<DBocH>y/V^;/^^y^V^^ 
fcfc&fcU WSCI^^2.13g(12.1mmol), HOBt LlO^.HmmoO^P^, &m.X5ft 
mtkWlstCo Z.fl^,b-'y^;V-\,2-y^V^yT^y 1.21g(8.89mmol)<7>^up* 



WO 2005/073180 



137 



PCT/JP2004/019512 



[0299] (HWJ135-2) (Rj-Z-t-^T^^/^^VT^y-Hl-v-^n^^^^WS.e- 

^fdl35-ll?#^nfc^^l00mg(0.220mmol)?rT-feh-by^3mUC^L, *S 
^n^dr^^/W7KT;V7 ? tK0.029ml(0.242mmol)^PX., ^}&-C60:9ffl^#LfCo 
^{Chi;T-feh^7K^»^^hy^69.9nig(0.330mmol)^Px., ^m.~e3i^n 

[0300] (2IWJ135-3) (R)-2-t-^>^^/V^-^T$y-4-(l-^a-.dr^/Mf-;W5,6- 
^0tJ135-2^#b*Lfc^^227mg(O.425mmol)^^^f->lOmn^fi?L, 10% 

6mlfc38#U WSCI^M 122mg(0.637mmol), HOBt 57.4mg(0.425mmolX 
hy^/VtKn^r>'/WT^^ 122mg(0.443mmol)?rAnx. N &tAV20#f£lfflfcLtto RJfc 

mrm, ?uv*A'j*$:ijazxwBt, *.&iki-wj»7mm. ma$tm.*.-e$t&u 

totlXfflZ. 

[0301] (HJI#IJ135-4) (R)-2-T$y-4-(l-^P^^M^-5,6-^^-lH-^yXV 
^^/-/W2-^/V)-N-tKo^^^9^K Wb^No. 1 1 7] <D&1$ 
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MS(Fab,Pos.) : m/z= 359[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 8 = 

6 2 

1 .08-1 .22(5H ( m), 1 -53-1 .60(2H,m), 1.60-1 .72(3H,m), 1 .83-1 .92(lH,m),2.30-2.37 
(2H ( m),2.39(3H ) s) ( 2.41(3H,s),3.20-3.35(2H ) m) ) 3.87(lH,t ) J=6.6Hz) ) 4.21(2H,d ) J= 
7.6Hz), 7.57(lH,s),7.77(lH,s). 

[0302] 136) (s^-T^y^-Ci-Cs^-^/v^-n^^v^/^-s.e-^^/v-iH-^^x 

-<5yy-/W2-^]-N-tKndf ^^75K Mb^feNo. 118] <D^j& 
(^«J136-1) (S)-2-t-y>^i/^/V/K-/VT^y-4-(l-(3,4-v?7/V^-a-<^v?/V 
)-5,6-^;^/WH-^X^^yWV-2-^)y^ 

^Mll0-lT'#btlfc^^500mg(1.10mmol)^^nnai^^l0ml^^L, 
3,4-^/V^-n^O-XT/VxtKO. 131ml(1.21mmol)^PXL, ^?&-e60#ffl}I#LfCo 
rr^hyT-feh^7K^^*^^^hy^354mg(1.65mmol)^P^, lHUX24mW\M 

?77j-(^^/mm^/p)^£<>xmmLtz 0 ^.(ommm^mmu mm 
%mm5mi\mMu wvx^mmmwLtc* Bn&mT&, «&@*u ^nn^ 

mm^^xoxmnu mm<Dik&mmm S z£i&mfcbLxntio 

[0303] (Hlfe#iJ136-2) (S)-2-t-^>^i;/^^T^y-4-[l-(3,4-> ? 7/V^-p-<^> ? yV 
J-S^-^^/WlH-^VX^^^-^-^/H-N-hy^/^^^^^^K^-^^ 
^ii0tJ136-l-e#btL^b^255mg(O.453mmol)$rDME 12.8ml{;i$$?U 10%^° 
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184mgC0.388mmol)&:?Pn*/VA6mUC$$?U WSCIifi^ifi 112mg(0.585mmol), 
HOBt 52.4mg(0.388mmolX &tfO-W?7W:Kn*}'/V75:<' 112mg(0.407mmol)£ 

*n^, hv^^r^^^xpHmm^u m&x2ommm.WLtc 0 Kfomrm 

[0304] mMmm-Z) (S)-2-T^y-4-[l-(3,4-^7/V^-P-<y^V)-5,6-^^-lH-<y 
X^5^/-/V-2--l'/H-N-tKndr^f L 7^K[^-^t)No. 118] 
^^J136-21?#btvfdb^85.3mg(0.117mmol)Sr0 < C(-Mb, 4mol/li£*fc* 

MS(Fab,Pos.) : m/z= 389[M+H] + 
'H-NMR(500MHz,DMSO-d +D 0) 5 = 

6 2 

2.28(lH,dd,J=8.5,15.4Hz),2.34(3H > s),2.38(3H,s) I 3.22-3.28(2H I m) ) 3.85(lH,t,J=6.6H 
z) > 5.64(2H > s),7.4(lH > br),7.39-7.51(2H ) m),7.53(lH,s)7.60(lH > s). 
[0305] (Mfoft 0 137) (S)-2-T=:y-4-(l-7^-7V-lH-<^X^^/-^-2-^)-N-tKti 

(HJfe#!ll37-l) (S)-4-(2-^^^/VT^y-7^^/V^yV/^^/V)-2-t-^>^v'^/V^ 

TfT|g(DBoc-^/^5y^y^/^^^1.00g(2.96rmol)^nci*/VA10ml^^ 
#U WSCIi&^&681mg(3.56mmol), HOBt 440mg(3.26mmol)^PX., £.MX5ftffl 
^Cgbfc 0 rtL$rN-7^/W-l 615mg(3.55mmol)tf>^ntJ*/V 
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[0306] (MMm 137-2) (sh2-t-^h^^^^T^-4-(i-y^jv-m-^y^^/ 

^»Jl37-l-e#^tL/cjk^l.42g(2.82mmol)^^28ml[C^L, 60^151$ 

mmwLtco ®»7&, tm&mnu ^0*/^^, jmntfrn^jm 

[0307] (Hife^J137-3) {S)-2-t-?Y*i/l>fr-$~^T^;-±-(l-7^;V- lH-^X^y 

0IJfe^l37-2T?#bil^b^l.O8g(2.22inmoD*DME 50mU£^ft?U 10%/^v> 
l>A^5g220mgS:JPxLT7fc^#BB^T, ^®-C4l*Wm#LfCo KJS&TgL i^f 

425.1mg(1.07mmol)^an^/^8ml(C^L, WSCIife^S 309mg(1.61mmol\ 
HOBt 152mg(1.12mmolX O-hyfvVfcKn^vVVT:^ 324mg(1.18mmol)^PX. 

ft-S^536mg£ a^.^»i:L-C#/Co 
[0308] (HJfe^J137-4)(S)-2-T^y-4-(l-7 3 i=/WlH-^^X-Y^^'y— /W2--0)-N-fcK 
p#^^-95K Df k#fcNo. 119] 

lliS^J137-3T*#^^C>fb^507mg(0.777mmol)^0 c C{C^iPL N 4mol/l^b7K^ 
/5^^^5inlSriP*.rSlt'C4l*Wll»bfc. JgjHE$r@*U Gift 

218mg^Sfe@#:i:bT#fCo 
MS(Fab,Pos.) : m/z= 311[M+H] + 
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'H-NMRCSOOMHz.DMSO-d +D O) 5 = 

6 2 

2.26-2.34(2H,n0,2.99-3.O9(2H,n0,7.29((lH,d,J=8.1Hz),7.51(lH,<it,J=l.l,8.2H2),7.5 
8(lH,dt,J=l.l,8.2Hz),7.59-7.67(5H,m),7.88(lH,d,J=8.2Hz). 
[0309] &tt09l38) (R)-2-T^y-4-(l-7^-;W5,6-^^V-lH-^yX^^/-/W2- 
^/V)-N-tKn^i/^f-95KMt:^No.l20](Z)^ 

mmmm-D (R)-2-t-^>^^;^^T57-4-(5,6-v?^yv-iH--<^V5^ 

^^135-l-e#bnfc^^#3834mg(1.83mmol)^^8.5mUC^#L, 60°C-C3B# 

M#ut 0 Rmm&. w^^/mt^^Mx., xmi-tv 

#iB<Ate^731mg&6£@#fcLT#fco 
[0310] (R)-2-t-^>dr^/^^VT^y-4-(l-7^^-5,6-^^^-lH- 
^X^*V— /V-2-^/V)^^y^^T^yK^>'v ? /V^Xx/VC>-^^ 

^ii^J138-l-C#b^^b-^^l362mg(0.826mmol)S:THF 10.8mU^ft?U 7*— 
/VjJ?nVSfe201mg(1.65inmoD, BFl&^QO 225mg(1.24mmol), WJ> 
0.127ml(1.65mmolX *l^a9-V-7**50<hng&!ni*., SlifB^TIMNf 

[0311] (^#1138-3) (R)-2-t-^>^^/^^T5/-4-(l-7^^V- 

_ 1H _^^x^^y-/v-2-^/v)-N-by^/v^^^y5:Ko-^^ 

||Jjfe0dl38-2^btt^fc^l73ing(O.318nimoOS:DME 8.5mlld*»U 10%/^ 

Mfi?U WSCHfigfeE 91mg(0.475mmol), HOBt 43mg(0.318nimol\ ^tfOHJ^ 
/VfcKn^/VT^ 92mg(0.334ramo1)£An*., &W£Mffl$tWUt&. Ohl^/V 
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fcKn^rvVVT^ 46mgRmV^^T^5m^H^ ~g^UX2 B mUWLtz 0 

[0312] mU&Mm-A) (R)-2-T57-4-(l-7^^yW5,6-^f-/l^-lH— <>-X>f^/-/W 
-2--f;W)-N-tKD^r^^75K[^^No. 120] <D&f& 

^-^f-^2mi^px.-c^aTM^F H m#ufco sj^^Tm, mmz^u m®*?* 
**;isj±/^*^xmfrL^K^*v>xmfrzmmu M^m-r^zt^ 
mm<D4k&®(DMmm5.9mgZ£i&mftbLxntc 0 

MS(Fab,Pos.) : m/z= 339[M+H] + 
'H-NMR(500MHz,DMSO-d +D 0) 6 = 

6 2 

2.26(lH,dd,J=8.2 ) 15.4Hz) ( 2.29(lH,dd > J=8.2,15.4Hz) > 2.32(3H,s),2.40(3H,s),2.97-3.0 
2(2H,m),3.65-3.75 (1H ,m), 7.07(lH,s),7.61-7.70(3H,m), 7.71-7.80(3H,m). 
[0313] (Hife#]139) (R)-2-T^/-4-[l-(4-^/Vy^/U)-5,6-^^JV-lH-^X^y 
y-/W2--('/V]-N.-tKn^i/^^75KMb'a-^)No.l21]^)^ 
(fliS#ll39-l) (R)-2-t-^>^r^7^^T5y-4-[l-(4-^^V^ 3 i^yV)-5,6-v J 
^^WlH-^^X^^y-/W2-^/V]^^y^^T^^K^V^/^^yV(D-^^ 

^^J138-l-e#btLfcfL^373mg(0.852mmol)l:THF 12mU3g£i?U 4-^^/V 
!7;n~/l^n^?231mg(1.70mmol), SfttMlI) 232mg(1.28mmol) % fc°UvV 
0.131ml(1.70mmolX ^500mg^Pxi, ^#H^T^ST*48R# 

txf/i/)(aot»iL, mB<D^m246m g ^n^m^)KtLxnti 0 

[0314] (5li&0iJ139-2) (R)-2-t-yh^^^^T5y^-[l-(4-^^/W7^=/V)-5,6-> ? 
P<^/V-1H— OX^^^i/-/W2-r/H-N-hy^/^^^y^^5KO^fife 
^lfe^J139-l-e#b^dk^t)246mg(0.478mniol)^DME 12mHC^L, 10%/*7 
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5.5mll3£$?U WSCIifflMfi 122mg(0.637mmolX HOBt 57mg(0.422mmolX RXfO- 
yy?-;V\iYu$;i/;\<TVy 121mg(0.439mmol)£#[]X., m.UX18^mUWLtc^ 0- 
hy^/VtKn^-v'/WT^y 60mg(0.218mmol)S.U ? h^f-^T5y5^^nxi> Si-^ 

i&-e2 b mmwistc rjs**t«, ?vv*;vj>%Mz.xm%fcxm&u mwm 
i-y/mm^^i.oxmmu mtMt^mmmg^&^m^mtLxntco 

[0315] mim 139-3) (R)-2-T^y-4-[l-(4-^^7o:^/V)-5 ) 6-v ? ^^V-lH-<^X^^ 
Hlfi^ !l 139-2-e#t>tb*:'fk#*J 172mg(0.248mmol)£0 t C t^MU 4mol/l^b** 

b\z&Q&fc<Dfc&W<D&W£MM-7m%&&ffifckVX%tCo 

MS(Fab,Pos.) : m/z= 353[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.25(lH,dd ) J=8.2 ) 15.2Hz),2.28(lH ( dd,J=8.2 I 15.2Hz) > 2.32(3H ) s),2.40(3H,s),2.47(3H 
,s) > 2.96-3.01(2H ) m) ) 3.65-3.75(lH ( m) I 7.07(lH ) s) ) 7.50-7.56(4H ) m) > 7.64(lH,s). 
[0316] mmmUO) (S)-2-T^y-4-(l-7^-/V-5,6-^^/V-lH-<^V^y-/V-2- 
>f/l/)-N-tKn^^^95KWk-&-*lNo.l22]<D-&fife 

(£*W140-1) (S)-2-t-^>=¥v-^^^T5y-4-(5,6-^^/V-lH--<yX-r^ 
«0tJllO-ll?#^tlfd^t)3.17g(6.96mmol)^^32mHC^L, 60"C"T?2.5 

#rasM*ufc« mmzo&u wv^/fflgt^vm*.* *mti- 

^*LT^ffi^1"S^i:(^i , 9>^fB^b^3.05g^Wfe@^tbT#fCo 
[0317] 140-2) (S)-2-t-^h^^^^^^T5/-4-{l-7^^-5,6-^^;V-lH- 

^>X^5^/-/V-2-^7V)7^y^^T^^K^^^/V^'T/VO'a-^ 
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^JS0iJ14O-l-e#^fe'fb^t)5O5mg(1.15mmol)^THF 20mll3&ftU 
P>1&278mg(2.28mmolX Bft$$Ql) 311mg(1.71mmol), t°y^y0.175ml(2.28mmol), 
^l/^7-v—^670mg^n^, ^m#ffl^,T^?aT'48B#F 9 1ji#Lfc 0 H/» 

[0318] (H*«»J 140-3) (S)-2-t-^>^^^yW^=/VT5/-4-(l-7^^W 

MM&\M0-2X*nbtltzfc&m04 mg(0.396mmol)£DME lOmlfc^fllU 10%^°7 

KUgfllU WSCU£&J£ 114mg(0.595mmol)&t^O-hy^/VtKn^^VT5V 
115mg(0.417mmol)^Px., £iaT?23l$IKH8#Lfc« ^pctJvK^P;! 

72.0mg£ 6 •fe^t^LT#fc 0 
[03 19] (H^Fd 140-4) (S)-2-T^/-4-(l-7^^V-5,6-v ; ^^/WlH-<^X-i'5^:/-;V 
-2--fyV)-N-tKn^^^7^K['fb-a-#)No.l22]^)^ 

IIMl40-3-e#^tlfdk^72.0mg(0.106mmol)^0 < C^^*PL, 4mol/lifi'fk* 
*/^^f-^0.72ml^P^r^?a-C2^r H m^L7c o £J»T@L *§»®£U 
mfo%?vv*/VJ*/^y->xm&l,tc 0 Z.%i*>sVJjy i /Vj]yJ»?u-?\-7y7'<-{ 

m.mmo.2mgz&&mfctLxnti 0 

MS(Fab,Pos.) : m/z= 339[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.24-2.31(2H,m) ( 2.32(3H,s),2.41(3H ) s),3.00-3.07(2H,m),3.65-3.75(lH,m),7.09(lH ( 
s)J.65-7.68(3H,m),7.72-7.77(3H J m). 
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[0320] mmmUl) (S)-2-T^/-4-[l-(4-^f-/V7^/V)-5,6-^^-lH-<yX^y 
y-/W2-l > /V]-N-tKP^^^7^K[{b-a-tlNo.l23](D^ 
(^ife^Jl41-l) (S)-2-t-7>^^^/V^-^T5y-4-(l-(4-^^/V7^^V)-5,6-^ 

^ii^jHO-l-C^bnfdb-a-^SOTmgd.iemmoD^THF 20mlt^$?U 4r**f-fr7 
zn=/l^ay&310mg(2.28mmol), gfc&Hi(II) 311mg(1.71mmol\ fc°!h^M).175ml(2. 
28mmolX ^l/dr^-^-T^Omg^PX., B^fcfflSn^M^SlSrafttfLfc 

o ^%M^^-ettWL, ^fP«7K-e»b/c„ *l*«fflH-M)^A"T*«*Mft 
[0321] («#IJl41-2) (S)-2-t-^>drv-^^^/VT5/-4-[l-(4-^^/^^^)-5,6-^ 

^ ;W1H _^^x-r^^^-/w2-r/v]-N-nj^/v^^^7$K(o^ 

^H^J141-l-e#b^dk^243mg(0.461mmol)^DME 12mlfcifc#U 10%^ 

IZ.MMU 133mg(0.695mmol)S.t/O-M;f-7VfcKn^^T5^ 
133mg(0.483mmol)^n^, ^fit?20«?IB«^Ufc. KJfcfcTfc, ^DP*;^^Pi 

269mg& fe^t»t^li:L-r#fCo 
[0322] (Hife^J 141-3) (S)-2-T5y-4-[l-(4-^/V7^^)-5,6-^^/V-lH--<^X^5 
^/-/W2->f/WhN-fcKn^^/^75KWk-&«JNo.l23]<Z)^ 
^^J141-2r-#b^C^^269mg(0.386mmol)^0 < C^^iqL,4mol/l^l:*^ 

till 10mg& &&mfotvxwzo 
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MS(Fab,Pos.) : m/z= 353[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.24-2.30(2H ) m),2.32(3H,s),2.40(3H ) s) ) 2.48(3H > s) ) 3.00-3.04(2H,m),3.65-3.75 
(lH,m),7.09(lH,s),7.54-7.55(4H,m),7.66(lH,s). 

[0323] (mmmu2) (s)-2-r^/-4-lH4-^h^yy^^)-5,6-^^/v-m-^ 

9— /V-2-'Y/V]-N-tKndri/y^y5;KWb-a-^No.l24](D'g-^ 

(3?ifc#|142-l) (S)-2-t-^>dr^^^=^T^y-4-[l-(4-p<hdrv'7^^/V)-5 > 6-v? 

y^/wiH-^yX^5^^/-/W2-^/v]y^y^^T^K^^/v^x/ucD^ 

^ife0yi4O-l-e#e>tlfcfb^5O8mg(1.18mmol)^THF 20mH^§J!i?U 4-^b^r^ 
7^/V7Kny^347mg(2.28mmol), 1^^(11) 311mg(1.71mmol), tfUvV 
0.175ml(2.28mmol\ ^U*^?—^— ^670mg^PX., ^#HMT^ta-C48B# 

Hxf;l/)iaoT«lL, 4if2<^1^253mg£«£^^LT#fc 0 
[0324] (HJfe^J142-2) (S)-2-t-Zfh^y$fry$-/l'T$;-4-[l-(4-?ih*i/7*-/V)- 5,6- 
^^^/V-lH-^^X^5^y'-^-2--r/V]-N-hy^/^^v'^^7^K^^^ 
^Jfe^J142-l-e#btl^b^250mg(0.460mmol)^DME 12.5ml(£?tj?i?U 10%/< 

6.6mnzMMU WSCI^^132mg(0.689mmol)^tf ; O-hy^-/VtKndrv'/VT^>' 
133mg(0.483mmol)^DX., ^UX20^mmWLtz o Jx»T^, faufrMZMx. 

xm%*xm&u m*mmi-hWJ>x~&mi>tto mm^^u 
%7j±?u^yy77j-(^*^v/mk^;v)\z^xmmu m^(D\t^m 

256mg£ &&mty;mbLXnti 0 
[0325] (^il^|142-3) (Sy2-T^-4-[l<4-^h^y^M-5,6-^^-lH-^<yX4^ 
^/-;v-2-^;vyn-\iY^i/^^y^¥U^mnoA2^<D^ 
^Jfe^J142-2l?#btLfdb^256mg(0.360mmol)^0t:iC^ifIL,4mol/l^b*^ 
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MS(Fab,Pos.) : m/z= 369[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 8 = 

6 2 

2.23-2.28(2H ) m),2.32(3H,s),2.40(3H,s) 1 2.98-3.02(2H ) m) ) 3.65-3.75(lH,m),3.89(3H, 
s), 7.08(lH,s),7.25(lH ( dJ=9.0Hz) > 7.59(2H,dJ=9.0Hz),7.65(lH ( s). 
[0326] (3yS#|143) (S)-2-T5/-4-[H4-7/^i37 3 :=;V)-5,6-^^;WlH-'<yX^5 

(MMM 143-D (sK-t-^h^^^/v^^T^y^-d^-^/v^-n^^^-s.e- 
^^^/v-iH-^^X^^^y^/w2-^/w)^^y^^T^yK^^^/v^^^<»-^^ 

^^J140-l-e#^>tlfcfb^t)505mg(1.15mmol)t:THF 20mlt£^ft?U 4-7/^ 
n:73i~/l^py$?319mg(2.28nimol\ gfc^ffl(II) 311mg(1.71mmolX &Ji?y 
0.175ml(2.28mmol), *W*»?~5/— ^670mg^^, ^t#fflMT^trC48ll# 

|xf;V)ttot»fiU ^fB©^^^276mg^^^^^^tbr#fc 0 
[0327] (Hlfe^l43-2) (S)-2Hr^l^*/l^^T5/-^H4r7/ktn73rfi/V)- 5,6- 

^^/wiH-^^X^$yy-/W2-^/v]-N-hy^;v^^^7^K^>^ 
^^J143-lT*#btlfc'fb^272mg(0.513mmol)=SrDME 13.5mlfc:8?#U 10%/* 

141mg(0.512mmol)^PX., ^fi-C22ffl}t#Lfc 0 £JSfcT&, ^untfvW^Px. 
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176mg£ ftmtlX&tto 
[0328] CMMM 143-3) (S)-2-T5:y-4-(l-(4-7/^n7i^)-5 ) 6-^^-lH--<^X-i' 

^ffi^J143-2-t?#bilfc'fb^l76mg(0.252mmol)^0 < CiC^aL, 4mol/Iifrfb|C* 

mmms. 7m g & & #, m fctLxntz 0 

MS(Fab,Pos.) : m/z= 357 [M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 8 = 

6 2 

2.22-2.29(lH ( m),2.33(3H,s),2.41(3H ( s) ) 2.99-3.06(2H,m) ) 3.65-3.75(lH,m) ) 7.13(lH ) 
s) ) 7.58(2H ( t,J=8.8Hz),7.67(lH,s),7.75(2H > dd,J=4.9 ) 8.8Hz). 
[0329] (^H^J144) (R)-2-T^;-4<H4-^^7*~M-lH-^y^^/-- /V-2-17V 
]-N-tKodr^"^7^KWb^No.l26]©^ 

(HM 144-1) (R)-2-t-^>dr^*/^^/VT5/-4-(lH--<^X-f — yW2--T 
^^Jl34-lT*#btvfc^^501mg(1.17iiunol)^M5mHC^L, 60X:xm 

357m g ^ e &mytmkvxntz 0 

[0330] mtfoM 144-2) (R)-2-t-7 , >^^/V#-/VT^7-4-[l-(4-^^/V7^-yV)-lH--< 

>-x^?^x— /w2-^/HX^y^^T^yK^>'v ? /^^xyi^^'a'^ 

l|}&#J144-l^#kftfdt^308mg(0.852mmol)£THF lOmll^fifU 4-^A- 
7^7V7^n^^204mg(1.70mmol), g^^(II) 206mg(1.28mmolX 
0.116ml(1.70mmol\ ^l/^7-^~:/^450mg£3jqx., ^^#H^,T^MT30R# 
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[033 1] mMffl 144-3) (R)-2-t-^>^v-^/^^T?/-4-[l-(4-^^V7^^/V)-lH--< 
«Ffll44-2^#^^fdb^222rag(0.443mmol)^DME 12ml«J5?U 10%^7 

WSClM^. 72.9mg(0.381mmolX HOBt 51.5mg(0.381mmol)S.t/O-hy 
^yVtKn^i//KT$;y 110mg(0.399mmol)^OX.> hU^/VT5:^^Px.pH^^7 

[0332] («$J 144-4) (R)-2-T^y-4-[l-(4-^^V7^V)-lH--<^X>(' §^/-/W2-^T 
/V]-N-tKP^^75K Mfr£&No. 126] W^fig 

HJfrW 144-3t?#WlfcflS'&* 153mg(0.229mmol)£0 c C 4mol/ttfrffc7fC# 
/v?^^>-2ml^P^-C^fl-e3^P^mUfCo £&*im ?§»@£U @# 

BMlO. lmg£ £ & @ ft£t/C#fc 0 
MS(Fab,Pos.) : m/z= 325[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O) 5 = 

6 2 

2.26-2.31(lH,m) ) 2.32(3H ) s),2.45(3H,s) ) 2.99-3.04(2H,m),3.65-3.75(lH ) m) ) 7.29(lH, 
dJ=8.1Hz),7.48-7.59(5H,m),7.87(lH,d,J=8.1Hz). 
[0333] mmmi45) (S)-2-T^/-4-[1-(3-7/^d-<^/V)-5 i 6-^^/V-1H--<>'X^ 

(SSttWl45-l) (S)-2-t-^h^^^/V^^T$y-4-[l-(3-7;^n^^^)-5,6- 

^^;v-lH-^vXV5^)/-/v-2-^;v]^f-y^^T^K^^v ? /v^7 i ^^'^^ 
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3|ji^J140-lT#t)tbfc'fb^298mg(0.682nimo0SrDMF 6mlt$$?U 3-7/^ 
P^<yv ; ^yp^-fF0.094ml(0.755mmol)^.t) ? ^^-fe^'>A 223mg(0.686mmol)^n 

96mg£ ^m^tLXmtCo 
[0334] (^Hf ij 145-2) (S)-2-t-y>dr^^=/VT?y-4-[l-(3-7/V^-n^^^;V)-5,6- 

^^|145-l-e#btl/c^'a-^l96mg(0.175mmol)^DME 5ml(^fi?U 10*/*7^ 

i>A^^20mg^px.r7km#ia^T^ ^M-c3^^^Lrc 0 £j»t^l -fe^-rh 

*gfi?U WSCI&^i 48.3mg(0.252mmolX HOBt 22.7mg(0.168mmol), RUO-bU^ 
;VMY^y;vr^y 48.6mg(0.177mmol)^Px., ^tfi-C16B#M#L7c:o 

^ tuvfc/^zMz.xm®^ mm^^imm. m*im*xmtu 
^-y-y/mm^^^xmuu w^^w^m™. lmgzm&fewwkLx 

'Wfc-o 

[0335] (^ii^jus-sJCsH-T^y^-Ci-Cs-^/w^o^^/vH.e-^^/wiH-^vxv 

5^y-/W2-^;V)-N-tKn^^'^9^K['fb^No.l27](D^fi!c 
^^Jl45-2-C#^tvfc^^72.lmg(0.l0lmmol)^0 < C^^iPb > 4mol/l^b7K 

m/^^>iAmm\i^x^uxmmm.WLtz 0 kjcs&t«, mmz^u 
M^x^xmmi~^t^xmB(Dit^<Dmmmi.9mg^^mi^tLxmc 

o 

MS(Fab,Pos.) : m/z= 37l[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 8 = 

6 2 

2.23-2.40(2H > m),2.3l(3H ) s) ) 2.35(3H,s) ) 3.l4-3.23(2H,m) ) 3.84(lH ) t,J=6.6Hz),5.6l(2 
H,s),7.03(lH,d ) J=7.5Hz),7.08(lH ) dJ=9.5Hz)7.l8(lH,dt,J=2.2 ( 8.5Hz),7.39-7.45(2H J 
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m),7.54(lH,s). 

[0336] (?Ufc0!l46) (S)-2-T$/-4-[H3-^hn7^/V)-5 > 6-^^V-lH--<>'X^5yy 
-7V-2-f/V]-N-tKndrv-^75:K DffrgWo. 128] <D&& 

^ 7W _ 1H _^yx^5^y-/v-2-^]^^^^^T^^K^^> ? /^^x/vo-a-^ 

^ife^J140-l-e#bnfdL^-iJ301mg(0.688mmol)SrTHF 9mU;:?§J!i?U 3-=hn7 
,c-;V*ny^229mg(1.37mmol), @^^H(II) 187mg(1.03mmolX \£\>*J* 
0.106ml(1.37mmolX *U*x.y-i/-7'Xtf0mgZM*.. $^t#ffl^T^&-e23l$ 

rmwvtco Emm®. mm^±y^vmmxmm^tcm^mmmmu 

m.^M\Z.^Xm%U ^ie^b^^75.3mg?r^fe3teil^K^LT#/c 0 
[0337] 146-2) (S)-2-t-7 f h^i/^/V^^T5y-4-[l-(3-=hn7^n/V)-5,6-^ 

^ /W1H _^yX^yy-yW2--r/v]-N-h>J^/^ d rVyf-75KO^ 

^J|0!ll46-l-e#b^db^75.3mg(O.135mmol)SrTHF lOmU MS—fr 10mU£ 
?gft?U 2%^^*y>^7K» lOml^Ox.'C, m&X^mWfcl'tCo Rffc%&7'&. 
^ft1$M#£®*U lmol/1^7K^T* P H^6{^SLfc 0 #T WLfcUft^® 
U ^@7K-C«fe*L/c#K^^^LfCo ^n^^np*;^1.5 mlfci§#U WSCIife 
mm. 28.0mg(0.146mmmol), RX$0-W^v*^TZy 28.3mg(0.103mmol)& 

m*., mu.x22mmmwhtco Rmmrm. ^nn^v^M^xmm^ mwjy 
v&imm, mfa-ki&fcxmfru mMm-rhv>^x^muc 0 mmz^u 

mm<Dik&mwmg*i&&faikmtLxmc 0 

[0338] («^!|146-3) (S)-2-T5/-4-[l-(3-7/V^-<y^/W)-5,6-^^/V-lH--<^X^ 
$ ^y^ /W 2-^;v]-N-tKndrv/^'9 : -7^K['fb^No.l28]0^^ 

«0iJl46-2-e#bnfC'fb'a-^l34.7mg(O.O478mmol)^O < C^^iPL, 4mol/l^fb?K 
^/^^•^f->-0.7ml^PX.-C^STM^P^WUfc o &ft^7^L M£@*U 
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MS(Fab,Pos.) : m/z= 384[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.19-2.30(2H,m) > 2.31(3H,s) ) 2.38(3H ) s) > 2.89-3.01(2H ) m) ) 3.69-3.77(lH,m),7.14(lH ) 
s) ) 7.61(lH ) s) ) 8.01(lH,t ) J=7.8Hz),8.08(lH 1 d ) J=7.8Hz),8.52-8.55(2H ) m). 
[0339] (^H^J147) (S)-2-T5/-4-[l-(4-h!;7/V^-ci^^/V'<y^)-5 ) 6-^f-;WlH- 
^/X^^/WM-N-t Kn3->:/^^K Wb^No. 129] £>^Jc 
(Hlfe#i| 147-1) (S)-2-t-^hdr^/^^T5/-4-[l-(4-h!J7/^n^^/V-<>v? 

^lfe^J140-l-e#e>^^b^448mg(1.03mmol)^DMF lOmlfc^flEU 4-MJ7/V 
^-cip{^;V^<y^/^n-v'^K0.269 ml(1.12mmol\ v^y^atVl^^T^y 
0J65ml(l.02mmol),&t^^Hr^A 163mg(0.57mmol)^^XL, mtiX^mmMWL 

[0340] (^ii^J147-2) (S)-2-t-^>^rv'i;/P^/PT5y-4-[l-(4-hy7/^py^/W-<^v ? 
/u)-5,6-^^/wiH-^^X^^-;v-2-^/v]-N-hy^/v^^^7^K(0'a- 

^IS0i)147-l-e#e>tLfc{b^l58mg(O.265mmol)^DME 7.5mU£*g#?U 109^7 

3.6mlKl?g$¥U WSCI&g&k 72.1mg(0.377mmol), HOBt 33.9mg(0.251mmol), RXf 
0-Y^;V\lYu^y;VT^y 72.6mg(0.263mmol)^n^, ^®-C20B#HJi#Uio S 
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[0341] (»^147-3)(S)-2-T^y-4-[lK4-hy7^a^^/V'<^v ? /V)-5 ) 6-v ? ^^/V-lH- 
■<^X-r^y-/V-2-^V]-N-tKl3^^^7$K MfrfrtoNo. 129] <Dft)& 
^li^J147-2-e#^db^l66mg(0.218mmol)^0 < CtcML, 4mol/l&«S§ 

MS(Fab,Pos.) : m/z= 421[M+H] + 
'H-NMR^OOMHz.DMSO-d +D O) 8 = 

6 2 

2.25-2.34(2H,m),2.33(3H ) s) ) 2.37(3H ) s) > 3.20-3.28(2H ) m),3.84(lH,t,J=6.6Hz),5.77(2 
H > s),7.45(2H 1 d ) J=8,2Hz),7.51(lH ) s),7.60(lH ) s),7.75(2H,d,J=8.2Hz). 
[0342] (IHWJ148) (S)-2-T5y-4-(l-7^/W5,6-^^nn-lH-^^X^^V-/W2-^ 
;V)-N-tKndri^/^7^KWb^No.l30]©^ 

(^^1148-1) (S)-2-t-^>dr^/V^=-/^T57-4-(5 ) 6-v ? ^pn-lH--<>XV5^ 
SUfeWl 12-l^#bnfdb^2.84g(5.72mmol)^^28mi{^fi|L, 60^15^ 

rawufco sis^t^^ mm*%£u w^yx&mmn^m&&mi-z>z. 

[0343] (3IWJ148-2) (S)-2-t-yb^^^/V*'ci/VT$/-4-(l-7 3 :=;W-5,6-^na-lH- 
^^X^5^^-/V-2-^)^^yy^T^5'K^>'v ; /V^7 1 ^<7)-^^ 

^^J148-l-e#btlfcft;^504mg(0.965mmol)^THF 15ml{£^fi?U 7x=;V 
^n>'^233mg(2.08mmol) > g^^(II) 260mg(1.56nimol\ v ? >'0.156ml(2.08mmol) 

it, mmz±7JbMmxmm^mz.mmzmmu mw^m^ 
mm^^xmmu m^^xm^tc 0 u^mm.-rv^^x^mk, mm* 

mmu mmvfc&mMmgzmm&feWiyokLxmco 

[0344] (^£#1148-3) (S)-2-t-yh=¥^*/V#-;VT5/-4-(l-7^^/V-5,6-^na-lH- 
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^Jfe0yi48-2-e#^nfcft:^162mg(O.288nimol)SrTHF 8mU 16ml(C 

M'g.&MJtc ~fl%?nwfc;VJ*?,£ mU^fifU WSCI^^ 77.0mg(0.402mmol) 
, RXFO-hV ^/VtKo^^/WT^y 77.5mg(0.281mol)^Px., iEfi"C19B#Pa]jf #L 

&mwmti,xmc 0 

[0345] (^Jfe^Jl48-4)(S)-2-T5/-4-(l-7 3 :-/V-5 ) 6-^^nn-lH-^yX^y^--yV-2- 
-^V)-N-tK^>:/^5K Wb^No. 1 30] O^fifc 

m/^^-v-^2w\^mx.x^uxAmmmwuc 0 Rmmr^ mmz^u m 
iz.^xmm^^t^xmB<D^m<Dmmm8Amg^mm^mi^tLxntc 0 

MS(Fab,Pos.) : m/z= 379,381,383[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O) 8 = 

6 2 

2.21-2.34(2H,m),2.75-2.90(2H > m),3.68-3.75(lH ( m),5.61(2H ( s) ) 7.34(lH ) s),7.75(2H, 
dd,J=l.7,7.1Hz),7.62-7.74(3H ) m),8.00(lH,s). 
[0346] mti&mU9) (S)-2-T^y-4-(l-^v ? /W5,6-v ? ^nn-lH--<>'X-r^y-/V-2- 
^)-N-fcKndrv'^^KWb^No.l31](D#^ 

(HJI#I149-1) (S)-2H-^h^^^^=/VT5y-4-(l-^^^/W5,6-v ? ^nn-lH- 

||*^J148-l-e#ibnfc'ft:'a-%l500mg(0.972mmol)^DMF lOmHC^L, -OvyV 
:/p^K0J25nd(1.05mmol)&tf^i?^A 311mg(0.954mmol)^P^ % ^^2 
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[0347] (H«149-2) (S)-2-t-^h^i/^^=/l'T^yH-(l-^^v ? /W5 > 6-v ? ^na-lH- 
^JS^!ll49-l-e#^n^b^-tl396mg(0.696mmol)^THF 64ml, J— A* 24m\\Z. 

fc, H^ftjftLfeo ;i<£5^208mg(0.435mmol)£^tm7ts/Vi>.6 mHC^AlU WSCI& 
Bl£ 125mg(0.652mniol\ S-t^O-hU^tKn^^T^^ 126mg(0.458mmol)^P 

E<D<t^237mg£$lt&&^tbT#fco 
[0348] (^^149-3) (S)-2-T^/-4-(H3-7/V^n^yv?/V)-5,6-^^/V-lH-^yX-r 

5^/-/W2-^)-N-tKn^^^^K Mfc#4feNo. 131] 
^ife^J149-21?#bn/db^204mg(0.283mmol)^0 t Ct^^iPL,4mol/l^b*^ 

j; 0 XffiM1-^^^=t«9^fE(D>(b^(Dm^l04mg5r & fe@^^L-r#fc 0 
MS(Fab,Pos.) : m/z= 393,395,397[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.23-2.38(2H ( m) > 3.03-3.08(2H,m) ) 3.83(lH ) t ) J=6.6Hz) ) 5.57(2H,s) I 7.18(2H ) d,J=8.6H 

z),7.31-7.40(3H,m) I 7.94(lH,s) I 7.97(lH ) s). 
[0349] («0*J15O) (S)-2-T^/-3-(l--<^^/V-lH--OX^^^i/-/V-2-f /V)-N-fcKn 
dr^tit 0 ^T^KWb^No.l32](D^ 

(2l*fe0>J 150-1) (syZ<2-T^/-7*~fr*sW<^/V)-2-t-7'h*i/%/^-^T^ 
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WSCI&M4.46g(23.2mmolX HOBt 2.30g(17.0mmol)^U^, '3iUX5'frffl 
^tLfco ift^U-y^l^i/T^ 2.51g(23.3mmol)<D^nn*/V J fc l 100ml^<D 

, Mu<D4k&m.38g%&&mfckLxntc 0 

[0350] (MMW 150-2) (sKs^-^^^/vT^y-^^/v^/w^^^v^-t-^h^-^/v 

^^J150-lTi#btlfdb^501mg(1.27mmol)^Tiz-h^hy^l5mHC^L, ^ 
mfcTtVy* tK0.140ml(1.40mmol)^Px., ^«120^^WL/c„ ^^hyTirh 

^^7fc^b*^^hy^A340mg(i.9immoi)^pxi, m^.2mmmwhtc 0 Ri&m 
^ty/iixf^ciotiSL^ mm<Dit&mi2mg$:&&mfctL.xmti 0 

[0351] (HM150-3) (S)-2-t-^>^^7/V^/VT5/-3-(l-^^^-lH— <>X^^ 
/V-2-^/V)ynt°^-V^-<y> 5 ;V^7 1 /KO-^^ 
^3i#J150-2Ti#£>;ftfc^t> 206mg(0.426mmol)^^2.2ml(C^L, 60^ 

75^r^WLrt 0 fcj&mT&, mm^^u ynn^i^px., xmcrvwj* 
u mm^)^^^y^n^Y^yy^~{^^/^m^MK^xmm^ 

* m£<Dik&m 164mgZ&&feVtmkLXmz 0 
[0352] («#Jl50-4) (S)-2-t-^h=3r^^#^T5/-3-(l--<^^-lH-<^XV5^ 

^ife^J150-3-e#btb7 v db-a't)164ing(0.352mmol)^DME 8mUC&MU 10%/^v 5 
^A^^48mg^P^T7K^#H^T, ^M-C30^ffiii^bfCo KJSi&7^ ±7^ 
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mcmm^. 88.7mg(0.463mmol\ RTfiO-YV?- /VfcKa=^>7VT^ 
89.3mg(0.324mmol)^nx., mUX20mmmWLtc o Rfcmik. ^u^^M 

K&oxmnu nB<D^m i44m g £- a ^m^mt lx ntc 0 

[0353] mMmi50-5) (S)-2-T5y-3-(l-^?VWlH-^yX^^V -/W2-H- /V)-N-tK 
n^v'7 P nt 0 ^T^K[^^No.l32](D^ 
imm 150-AX^htltzit^ 144mg(0.228mmol)3r0T: ^&£PU Amol/Mit^M 

xmnu ^m<Dik&®<DmMm5.3mg*&n&mfckvxntc 0 

MS(Fab,Pos.) : m/z= 291[M+H] + 
'H-NMR^OOMHz.DMSOd +D O) 8 = 

6 2 

0.87(3H > t > J=7.3Hz),1.29-1.39(4H ) m),1.72-1.81(2H,m) ! 3.61(lH ! dd ! J=8.3,15.7Hz),3. 
64(lH,ddJ=7.1 ( 15.7Hz) > 4.27(lH,t ) J=7.3Hz),4.19-4.22(2H,m),7.48-7.55(2H ) m),7.78 

(lH,d,J=7.1Hz),7.87(lH ( d,J=7.1Hz). 

[0354] mmmm) (s)-2-r^y-3-[i-(4-^/v7^^)-iH-<vx^ ^y-/v-2-i7v] 

-N-tKn^V^nt^yT^K Mb^t/No. 133] 

(«^!li5i-i) (s)-2-t-^>^^^^r^y-3-(iH--<^xV5^^-^-2-r 

mnWl50-lXnbtltc4b&® 511mg(1.24mmol)£g1^10mnc^i?U 60°C-C120 

ftmmw^tc* Rfc.mr&. mm^m^u yvm^v^m^ mkw)?j**®w. 

tMt&m 234mg£&&?&#^LT#*: 0 
[0355] (^ii^Jl51-2) (S)-2-t-^>^rv-^/^-/VT5/-3-[l-(4-^^7^V)-lH-< 
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^iS^J151-lT'#btlfc^^224mg(0.566mmol)^THF 7mllC*#U 
a:=/V7Hn^l54mg(1.13mmol), g^ftMlI) 206mg(0.849mmol), 
O.095ml(1.13mmol), ^U^^->-"^350mg^P^, ^#H^T':i£tR-e2 5 W\ 

*toz.tc 0 ^mm^^xmmu m^m^xm^Ltc 0 m*mk-twj* 
x&mk, mmz^u mm^^^^y^^v^yy^-^^/m. 

[0356] (^#1151-3) (S)-2-t-yh^-^*/l-#^T5y-3-[l-(4-^^/V7^=/k)-lH— < 
^XV^^y^^^-l'/H-N-MJ^^^nt^^T^K^'a-^ 

»^!)151-2-e#^iX^b^87.7mg^DME 4.5ml^^L, IMs^yW &fikM 
27mg^P^T7K^#ffl^T, ^ffl^30^ra^#LfCo £0&if&7^ -tr^Miu®(C 

s WSCI^^ 51.1mg, RXfO-bV^/^n^jUTVy 51.5mg^P^, ^fi-C15 
yJ^yu^h^yy^-^^/mm^M^X-oXmUU SlfetfMb^76.8mg 

*&&mtmbhxmc 0 

[0357] («^!)151-4) (S)-2-T5/-3-(l-(4-p<^7a:^V)-lH-^<^XV5:^y'-/V-2--(' 
/V)-N-tKo^v'7 6 Dt 0 ^^T5K['fb^No. 133] 
«^i)151-3T-#btlfdb^76.8mg(0.118mmol)^0 t C{CML, 4mol/l^ffc7k 

otffi^L, ^tB0^^^^28.2mg^&fe@ft:i:L-C#fCo 
MS(Fab,Pos.) : m/z= 311[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.46(3H > s),3.26(lH,dd,J=7.3,13.2Hz),3.29(lH,dd,J=6.8,13.2Hz),4.29(lH ) t,J=6.8Hz), 
7.19(lH.d,J=8.1Hz) > 7.34-7.48(2H,m) 1 7.40(2H J d,J=8.3Hz) > 7.50(2H ( d,J=8.3Hz),7.78( 
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lH,d,J=7.3Hz). 

[0358] (^i£^J152) (S)-2-T5y-3-[l-(4-t-^/V-<^V)-lH-^yX^yy-/W2-^ 

^^Jl51-ir*#bnf^fb^^l56mg(0.394mmol)?:DMF 3mn^ft?U 
;V^^v?;V7 f o^-<K0.109mK0.591mmol)S.tJ ? ^^-lr^^A 128mg(0.393mmol)^P 

n^h^7^-(^f-^/@^^^/V)(-J:o-tffi»fE©'fb'^^192mg^afe^ 

[0359] mi&m 152-2) (S)-2-t-^>^v-^/V#^T5y-3-[l-(4-t-^^/W-<^^)-lH- 
^yX^^^y-/V-2-^V]-N-hy^/V'^-dr^nt;^>'T5K»^ 
^Jfe^!jl52-l-e#t.tbfdb^^l92mg(0.354mmol)^DME 9.8mHC^L, 10%^7 

^•>A^^57m g ^px.-C7Km#ia^T, ^?a-e3o^p^ Wbfc 0 ^^it#, ±y 

immU WSCI^^101mg(0.527mraol), O-hy^/VtKn^vVVT^ 
102mg(0.370mmol)^Px., ^MX«l6$fmMWl<tc 0 £«7m, ^pp*/W^DX. 

iorttHiu «K©{b^*i96ingSr&fe?a3R*ibr#fc. 

[0360] (^Jfe^Jl52-3) (S)-2-T57-3-[l-(4-t-^;V-<^/V)-lH-^^X^^y-^ 
-2-^/H-N-tKn^v-^nfc 0 ^^T^K['fb^No.l34]C^ 
«^J152-2^#btv/db^^l96mg(0.127mmol)?r0 < C[C^SlL,4mol/l^b7K^ 
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MS(Fab,Pos.) : m/z= 367[M+H] + 
'H-NMR(500MHz,DMSO-d +D O) 8 = 

6 2 

1.24©H,s),3.55-3.64(2H,n0,4.33(lH,t,J=7.1Hz),7.17(2H,d,J=8.1Hz),7.37(2H,d,J=8. 
3Hz),7.40-7.48(2H,m),7.68(lH,d,J=7.0Hz),7.79(2H,d,J=7.0Hz). 
[0361] mWMltt) (R)-2-T^y-3-(l-^f-^-lH-^^K— /V-3-^f/V)-N-tKn^i^/n 
tf:frVT$KMfc<£«jNo. 135]©^ 

(2U609153-1) d0-2-t-^*'>*/W#— /VT?/-3-(l-^^/WlH-^^K— /W3- 

Hiffe#0l28-lT?#^b-^fel.00g(2.54mmol)SrT"feh>20mH^j||L3— 
1.22ml^Px.fCo r^{^^-fe^^^456mg(1.40mmol)^Dx., 60^2 0 Wffifc#Ufc 

[0362] (^ig^!jl53-2) (R)-2-t-^>^^/^-/VT5/-3-(l-^^-lH-^>-K— /W3- 
^^ll53-lt?#btlfdb^ 596mg(1.41mmol)£rDME 30ml(£^?U 10%/^ 

m\z£oxmmzm£u rnrnz®^ mm^mvtco ^©?^2oomg(o.603mmoi)<sr 

^nn*/V^6mHC^L,WSCI^^173mg(0.903mmol)^.^HOBt 
85.6mg(0.633mmol)^n^fc^^O-'<>'v J /WtKa^r^/^T^> 
89.1mg(0.724mmol)^P^, £UXl8mr$MWV± 0 R)>bfeT&. ^nn/JvW^P 

z. s o.imovmmymm. mmvt^&m. m^^xm^tzo mmmzm 
-(^*y->/mm^Miz.^xmmu nm<o\^m mmg^M^mmb^ 

T#fc 0 

[0363] (Hii0i|153-3) (R)-2-T5/-N-tKndrv'-3-(l-^^/WlH-ryK-/W3-^)7 e 
n fc^T^K [^fb-a-^No. 1 35] <D&f& 
^Jfe^J153-2-C#btl/cfb^l69mg(0.386mmol)^DME 8m[\zMMU 10*/ W 
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hffliao-cii^^u, m&&m^tc 0 zn^n>r, ±mo\/im. 

MS(Fab,Pos.) : m/z= 248[M+H] + 
'H-NMRtfOOMHz.DMSO-d +D O): 6 = 

6 2 

1.35(3H,t ( J=7.3Hz),3.08(lH ) ddJ=7.6 ( 14.4Hz) ) 3.17(lH ) dd > J=7.1,14.4Hz) ) 3.77(lH,t ) 
J=7.3Hz),4.16(2H,qJ=7.3Hz) ) 7.04-7.09(lH ) m),7.15-7.20(lH,m),7.22(lH,s),7.45(lH 
,d I J=8.3Hz),7.64(lH > d ) J=8.1Hz). 
[0364] (MMM 154) (R)-2-T^/-3<l-^^ 0 ^-lH-^>V-^-^M-n-}iVn^yyu 

(H3&#!J154-1) (R)-2-t-yh^^/V^/VT5/-3-(l-yatr/WlH-^^F-/W 

^^J128-lTi#fcfb'a-^1.00g(2.54mmol)^T-feh>'20ml{cML3-K7 c P/^y 
1.48ml^X.fc 0 ^C^irix^456mg(1.40mmol)£r;!lP;i, 60^2 0 M#Ui 

mzLtco mmzg^u mm^v^^y^^^yy^-i^^/m 
m^M^xoxmmu m^oit^m 520mg^m^mm^tLxmtc o 

[0365] (HJfe#|154-2) (R)-2-t-7>^^y^^^T^y-3-(l-^ntVV-lH-^K-/V 
-3-4MK-^i?Att^y°vK°*>T^<D&$, 
mifa&\154-lXnbfltci[:&V0 516mg(1.18mmol)£DME 26ml«fi?U 10%/<y 

vv&mm io3mg^px., Tkmmm^Txmmmftistco ^mmrm. ±y^m 

T&fc£oXf&UZ&£:U ®m%%^ Ufc nmLtCo ^5*>218mg(0.628mmol)£ 
^np^/VA6ml^^L > WSCI^^180mg(0.940mmol)^.tJ ? HOBt 
89.1mg(0.659mmol)^P^fc^[CO— ^^tK^V/VTSV 
92.8mg(0.754mmol)^Px., m&X I8tif mffiWVtc* SfS^T^ ^nn/JvWv^P 
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o.imo\mmfcmm, mm^^mm. ma^m^m^vt^ tmm&i* 

[0366] CMMm54:-3) (R)-2-T^/-N-tKn^^-3-(l-7 P DtVWlH-^^K-^-3--r/V) 
T^fc^T^K Mb^No. 1 36] <D&)& 
£Mmi54-2XmbtLtilk&yommg(OA12mmol)$:DME 8mU^ft?U 10%/<yi/ 

^^^90mg^o^.T*^#is^T, mux-immMwistco &j&m ±yj 
mm^xoxmm^u mm*®^ m&nbitkutc ^uc«Ts 4moi/i£ 
^7K^/v?^f-^«3.2mi^px., *&r^3.5Mit #tfc 0 Rmmjm. m 

\MfckLXmtz 0 
MS(Fab,Pos.):m/z= 262[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 8 = 

6 2 

0.85(3H,t,J=7.6Hz) ( 1.75(2H,sext,J=7.6Hz),3.09(lH I dd,J=7.1 l 14.4Hz),3.16(lH > dd > J= 
6.8,14.4Hz),3.77(lH ) t,J=7.1Hz) > 4.01-4.12(2H ) m) > 7.04-7.08(lH,m),7.14-7.19(lH,m) 
,7.21(lH,s),7.45(lH,d,J=8.3Hz),7.63(lH,d,J=8.1Hz). 
[0367] (MWmi55) (R)-2-T?y-3-(l-y^/V-lH-^^K-/V-3-^/W)-N-tKn^^n 
\£ir^T VftA b^No. 137]©^fifc 

(HJfe0iJl55-l) (R)-2-t-^>dr^^'^yVT5:/-3-(l-y5 1 /V-lH--r>K— /W3- 

^»Jl28-ll?#/c^^l.00g(2.54mmol)^T-feh^20mnc^L3-K7 B n/^^ 
1.75ml^P^fc 0 i^iC^g?-fev"?A456mg(1.40mmol)^n^, 60n?2 B IM^Ut 

m^Ltco mmzmitu nm^^^y^^wyy^-i^t^/m 

[0368] (£il#J155-2) (R)-2-t-^h=¥v'^/U^;l'T5y-3-(l-^^;V-lH-l'yK-/W3- 
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N-^i?frtty7tt°*-yT^<D&& 
»fai55-l-Ci#b^c^^ 667mg(1.48mmol)&DME 33ml«ft?U 10%/^ 
133mg£7jP;L 7k*#BB«Tt?4«f|SI«#Lfc. "fe^M* 
m^oXmm^^U WW&XUto r©5^210mg(0.582inmo0& 

^nn*/VA6ml»^L,WSCI^Ml67mg(0.872mmol)^.U ? HOBt 
82.6mg(0.611mniol)^PxfcM^O— <y*?A*#v**SA'T$y 
86.0mg(0.698mmol)^PX., M^lttWflltfLfc. £J»TfL ^tm^/W^H 
X., 0.1mol/t!figfcfcig»u £fl*#y*.*ak*Jfc ffifp^ifcK-Ci5fe*bfeo «J8£&= 

-(^f-^/g^g^VvKcioTMU g &}<Dfc&Va 206mg£4ffi&«^L 

[0369] (HjfiWl5S-3) (R)-2-T5/-N-fcKodri/-3-(l-y^/V-lH-'f^K"/V-3-'l'/V)y 
ufc^T^K Wfc^No. 1 37] <D&f& 

^J|#iJ155-2-e#btlfc^^l82nig(0.391mmol)SrDME 8mlK:*fl?U 10%/ W 
^A^^90mg^nx.T7Km#ffl^T, M"C16l$ra8S#Lfc. ©SIITflK -fe^-Y 
h»$J££oT«jK£BMsU mMZg£, iff^Htfco rtU£«TN 4mol/liI 

MS(Fab,Pos.):m/z= 276[M+H] + 
'H-NMRteOOMHz.DMSO-d +D 0): 8 = 

6 2 

0.89(3H,t,J=7.3Hz),L26(2H,sext,J=7.3Hz),L72(2H,quU=7.6Hz),3.05(lH,dd,J=7.3, 
14.4Hz),3.15(lH,ddJ=7.1,14.4Hz),3.72(lH,tJ=7.3Hz),4.09-4.13(2H,nO,7.03-7.07( 
lH,m),7.14-7.18(lH > m),7.19(lH > s) > 7.44(lH,d,J=8.3Hz) I 7.63(lH,d,J=7.8Hz). 
[0370] (HJfcfll 156) (S)-2-T^/-3-(l-^^;WlH-^>-K-/V-3-r/V)-N-tKn^^^nt 0 
^-^T^KWb^No.l38](D^ 

(H»J156-1) (s)-2-t-^h=¥v'*;v^^T^/-3-(l-^;v-iH-ryK-;v-3- 
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TfJ|SON 0 -Boc-hy^h7T^>v J /^^^500mg(1.27mniol)^T'feh^lOmU- 
mMhB—h^y 0.61ml^0x.7t 0 ^(^^-fe^^A278mg(0.853mmol)^PXL, 

eor-e^ a mmwLtc 0 rjs#it&, *&&»*u ^^-^Rxmm^^m 

[0371] (HSl#!jl56-2) {S)-2-t-^Y^^^=./VT^-Z-{\-^/V-l\\-^VY—;V-Z- 
^iS^156-l-e#^)tl,fc^^^ 366mg(0.866mmol)£DME 18mH«I?^ii?U 10%^7 

w&mm 73.2m g ^p^, ^mnm^rxzmmw^ fcfomr&, ±y4m 
mzkoxmrnzm^u mm^^. m^mu^ ^<D^209 mg (o.628mmoi)£ 

^nn^/VA6mUC^b, WSClJ^^180mg(0.940mmol)^.tf ? HOBt 
84.8mg(0.628mmol)^P^fc^^O-h';^/VtKndr^;^T^^182mg(0.661nimol)^ 

INK., m&xi8mmm,WLtc 0 k^t^l ^u^vj^m^ o.\™o\/\mk*M 

[0372] (H3&#|156-3) (S)-2-T^/-N-tKo^r^-3-(l-^^/WlH-^^K— /W-3-^V)^ 

n f^-yr^K Mfc-fr*No. i 38] 

HJfe0iJ156-2-e#bnfc>fb^234mg(O.396mmol)Sr7k^T, 4mol/l:&te7kiif/v ? 

*/-/V)Ti#§!iU SIlStfMb-^ <Di£^:!£94.3mg£&&@&£LT#7 % c e 
MS(Fab,Pos.):m/z= 248[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

1.35(3H > t,J=7.3Hz),3.08(lH ) dd,J=7.6,14.4Hz),3.17(lH,dd ) J=7.1,14.4Hz) ) 3.77(lH,t, 
J=7.3Hz),4.16(2H ) q,J=7.3Hz),7.04-7.09(lH > m) > 7.15-7.20(lH.m),7.22(lH,s) > 7.45(lH 
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,d,J=8.1Hz),7.64(lH,d,J=8.1Hz). 
[0373] (HJfe0»J157) (S)-2-T5/-3-(l-^citVwiH-ryK-/V-3-f/V)-N-tKi3= 3 r^P 
fc°^T5KMb^No.l39]<7)^ 

mi&Ml57-l) (S)-2-t-^>dri/^/V^^/VT^y-3-(l-7 B atVV-lH-('yK-/V 

Tli|RON a -Boc-h!;7 P h7Ty^^^/V^^X/V500mg(1.27mmol)^TirhyiOmnv: 
^L3-K7°n/Ny 0.74ml^Px.fc o ^r^ J K^-fe^^A278mg(0.853mmol)^P^ 

, 60^:^2 g mmwvtco Rfom-m, mmzg^u ^^mmm.^^n 

[0374] mmmi57-2) (S)-2-t-^h^rv'*^^/VT^/-3-(l-7 P ntVV-lH-r^K-/V 
mi&m57-lXnhtlfcib&yo 331mg(0.759mmol)£DME l6.5ml\Z.MMU 10V* 

y^^m 66.2m g ^px., Tkmmm^Txmmmwistco ^mmjm, ±y<<Y 

MT&fci.oXMmZ^U mm:^. t$)±MUc 0 ^©9-6206mg(0.593mmol) 

$ r ^pn^^6ml(^^L,WSCIit^l70mg(0.888mmol)^.TJ ? HOBt 

80Jmg(0.593mmol)^P^cM^O-hIJ^;VtKn^i//VT^^171mg(0.622mmol)^ 

Mx., ms.xi8\^mmwuz 0 K^mr®, yuv^v^n^ o.imoi/iJ£i£*^ 
imtzvv^mm, mo-kM*xffiftLtc 0 mmmzM*m&i-WJ>.xi& 

^v){z^xm^u g m<D^m 226mg%n&MW;Voti,xntc 0 

[0375] (^5g^Jl57-3) (S)-2-T5y-N-tKndr^-3-(l-^ , atVV-lH-'l'yK-/W3-^) 
y°n t°^-^T5K Mfr£$)No. 139] (D-^ 
^||^)157-3^#b^fc^^224mg(0.370mmol)?r7lC^T^ 4mol/l:^fb*Sf/v ? 

^f-^^4.4mi^px., *.i$TX3mmffiw^tc 0 Rfcmrm. wmz^u 

mhfltcm^^^xm^tCo Z.h,^)lJ^^y^xi^yy^^xxxx 
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LT#7c 0 

MS(Fab,Pos.):m/z= 262[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.85(3H,tJ=7.6Hz) ) 1.75(2H I sext,J=7.6Hz),3.09(lH,dd ) J=7.1 ) 14.4Hz),3.16(lH ) ddJ= 
7.1 ) 14.4Hz),3.77(lH J t,J=7.1Hz) ) 4.01-4.12(2H ) m) ) 7.04-7.08(lH,m) > 7.14-7.19(lH,m) 
,7.21(lH,s) ( 7.45(lH ) d,J=8.3Hz) ) 7.63(lH,d,J=7.8Hz). 
[0376] (mMW\158) (S)-2-T5y-3-(l-7^/WlH-ryK-/V-3-r;V)-N-tKa^v'^nt: 0 
^T^m-g^No. 140]<D#jjjc 

mteM 158-1) (S)-2-t-y h^^/V^/VT5y-3-(l-y^-lH--r^K-/W3- 

rfT|S(^N a -Boc-hy^h77^>'^^'r/V500mg(1.27mmol)^T-fe-h>10mnc 
^LH-K^n/^y 0.88ml?r^P x.fc e ^(^^i?i^278mg(0.853mmol)£;frn;i 

, 6o°c^2 g mm^tzc ^»@*u ^^>Rxfmm^^M 

[0377] (HJg^J158-2) (S)-2-t-^h^v-^/^=7VT^y-3-(l-^f-yWlH-^yK-/V-3- 
%Mm\W-\Xnbivk.fc&m 234mg(0.519mmol)£DME \2m\\zMMU 10%^7 

w^rns 47m g ^n^, 7kmmmM,Txmr*mwvtc 0 Rmmrik. ±y^hm 

miZ£oXmMZm£U ^EEML/c 0 rtl&&?nP7}vW^5.5ml{£ 

*#PL, WSCI&®?&147mg(0.768mmol),&.U*HOBt 69.1mg(0.519mmol)^P^L7c:^ 
M(CO-hy^tKn^^T^148mg(0.537nunol)^n^, ^fiT'19i^^TObfc 
o K^Tm> ^no^^Oi, 0.1mol/l&^*2§*&\ ^i?*y>^7K«. £SfP 

<tlM& 193mg£4*£«^L-C#fc 0 
[0378] mmmi5S-3) (S)-2-T^y-N-l:K^dr^-3-(l-^7^-lH-ryK-/^-3-r/^)^ , 
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^ /-^M^oTttjKU ^E^bl^^^82.9mg£«&»£LT#fc 

o 

MS(Fab,Pos.):m/z= 276[M+H] + 
'H-NMRCSOOMHz.DMSO-d +D O): 5 = 

6 2 

0.89(3H,t,J=7.3Hz),1.26(2H,sext,J=7.3Hz),1.72(2H,qui,J=7.6Hz),3.08(lH,dd,J=7.3, 
14.4Hz),3.16(lH,dd ) J=7.1,14.4Hz) > 3.76(lH > t ) J=7.3Hz),4.09-4.13(2H,m),7.04-7.08( 
lH ) m) ) 7.14-7.19(lH ) m),7.20(lH,s) ) 7.45(lH,d,J=8.3Hz) > 7.64(lH ( d > J=7.8Hz). 

[0379] mmmm) (sy2-r^-A<i-^y^-5,6-^^^m^y^^-/-^ 
mmmv-D (s)-2-t-^h^^^'^r^-A<2-^y^/vr^/-4:,5-"J^ 

»^JllO-l-e#btL^t:^507mg(l.llnimol)?rT-feh^.hy^ lOmHdgfifU 
^^T/VxtK0.128ml(1.22mmol)^PX.-C^ST*3B#P H mW i bfco ^hVT± 
h^7K*^*^*^b^^^353mg(1.67mmol)^t) ; T-fe^hy^l5ml^Dx.r^a 

[0380] 159-2) 2-t-7>^^/^^T^/-4-(l--<y^-5 ) 6-^^^-lH--< 
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[0381] (HJI^J159-3) (S)-2-l-^h^y^^^T\y-4-(l-^y^-5,6-J^/^ 

^Jife^J159-2-e#^tl^b^l41mg(0.278mmol)^DME 7nA\Z.&MU 10%><?S? 
■JrA-^-aKV 28ml^nx., Tk^ffl^Cf > ^fiT*2.5ffl«Uc 0 

WSCI^Kifi 71.8mg(0.375mmolX HOBt 33.8mg(0.250mmol)S.TJ!O-MJ^;VfcKndr 
i/A'T^V 72.8mg(0.263mmo0^^"C^fiT?16^fF^iI#LfCo H^T#, ^nn 

[0382] (Hife0!ii59-4) (sH-r^/^-u-^^/ws.e-i^^wiH-^x^^yWv 

-2-^/V-N-tKo*'>^/f-9$KMb^*!JNo.l41]<0^fife 
H«159-3T?#P>ttfdk^l23mgSr0 c C^^*PU 4mol/lj|tffc?Jc^/^;fr*iJ- 

MS(Fab,Pos.):m/z= 333[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.87(3H,t ) J=7.0Hz) ) 1.28-1.38(4H 1 m) ) 1.71-1.81(2H,m),2.25-2.35(2H,m),2.37(3H,s) ) 
2.40(3H ( s),3.13-3.28(2H ) m),3.86(lH,t I J=6.6Hz) ) 4.31(2H,t,J=7.0Hz),7.53(lH,s),7.67 
(lH.s). 

[0383] mmWlGO) (S)-2-T5/-4-[l-(2,2-v ; ^l-7 0 PtVV)-5,6-v ? ^^/WlH--<^X-f 
/W2-^/V)]-N-tKn^ri^ r ^7^K['fb^No.l423(D^J^ 
(HJfe*»Jl60-l) (S)-2-t-Xh^r^^^T5/-4-[2-(2,2-^^/^nt°/V')T5 
/-4,5-^^-^3:^/^yW^^/V]-^y5/^T^5/K ^vVV ^y-;V(D^ 

mMWl 10-l-e#b*T/fe'fk^«l454mg(0.996ninioO*T-feh-hy/V' 10mlfc#fcU 



WO 2005/073180 



169 



PCT/JP2004/019512 



tVVVT^xtK0.121ml(1.10mmol)^P^-C^m-e3ltF^^Lfc„ ^V^-C^yT^r^ 

<t^l02mg&&ift»£LT#fc o 
[0384] (HJ60916O-2) 2-t-yh^r^/V^^/VT^y-4-[l-(2,2-^^/^i3fcVV)-5,6-^ 

^mf!H60-l-Cl#bnfdb^l02mg^«3mn^fi?L > 60^^21^^^^^ 

[0385] (2Ufc0!)16O-3) (S)-2-T5y-4-[l-(2,2-^^;vyDtW)-5,6-^^-lH-^y 
X^^y-/W2-^/V]-N-tKndrv'7 ? ^7^KMb^No.l42](D^ 
H^^Jl60-2-e#^fcfb^72.4mg(0.143mmol)$rDME 3.6ml«#$U 10V*7 

WSCIiftlftift 39.1mg(0.204mmolX HOBt 18.4mg(0.136mmol)S.U ; O-hy^fcKndr 
vWX^ 39.3mg(0.142mmol)^0^r^m-C24R#W»L/Co EJ£*n*£* 9** 

ffi^LfCo ^tl^OT^MU 4mol/l^b7K^/^ d r-y-^ : fSl.2ml^Px.> MtS. 
MS(Fab):m/z= 333[M+H] + 
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'H-NMRtfOOMHz.DMSO-d +D O): 6 = 

6 2 

1.02(9H,s),2.29-2.36(2H,m) ( 2.38(3H,s) > 2.40(3H > s)3.17-3.34(2H,m),3.83(lH,t,J=6.8 
Hz),4.24(2H ( s),7.55(lH,s),7.78(lH,s). 
[0386] m&fflm) (S)-2-T^y-3-(l-^^/WlH-r^K-;l-3--ryV)-N-tKndr^y 
PbT^-VT^KWfc^No. 143]©^ 

(HJfcfll 161-1) (S)-2-t-^h^^/W^^yVT5y-3-(l-^^v'/WlH-^^K— A* 

rfTJE©N°-Boc-h!;^h7r^>^^^X/V510mg(1.2tooD*T-feh^l0ralt 
^L3-K— ^> 1.12ml^Px.fc 0 ^^^^-tr^>?A278mg(0.853mmol)^P^ 

% 6ot^-c2 a mmwLtc 0 mmzg^u ^*v>&xmm=-?-*&Jn 

[0387] (Hife0i| 161-2) (S)-2-t-^"h^r^^*^/VT^y-3-(l— ^vyWH-lVK-A- 
9life^J161-l-e#b^'fb^ 176mg(0.367mmol)£DME 8ml{^0U lQ%/<7 

*gfi?U WSCIife^l05mg(0.550nimol) < S.tJ ? O-hIJ^/VtKn^v'^T^^ 
106mg(0.385mmol)^nx., gjfi-t*18n#Wjf #Lfc, KJ^^T#, ^nntfvW^Px. 

, o.imoi/ijfiaft*sss, ^^y>^7K«, lafp^m^tf^ufcc tmmzmk 
^^-y/mm^i-^)^oxmnu sMoit^m i47m g ?r*ife?a^iL-c 

[0388] (2Sit#i|161-3) (S)-2-T5:7-N-tKn= 3 r^-3-(l-^^>'/V-lH->f^K-/V-3-^/V) 
^ufc-^T^K Wfc-B^No. 143] (D^jc 

»^Jl61-2T'#bnfc^^^l47mg(0.278mmol)%7k^T,4niol/l^b7K^/> ? 
^U-V«2.8ml^P^, *&T-C3l$lffl«#Ufc. »*SE«r«*U 
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o 

MS(Fab):m/z= 304[M+H] + 
l H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.84(3H,t,J=6.8Hz) ) 1.17-1.34(6H ) m) ) 1.67-1.78(2H > m) ) 3.00(lH,dd ) J=7.1 ) 14.4Hz),3. 
13(lH,dd,J=6.8,14.4Hz),3.62-3.68(lH,nO,4.10(lH,t > J=6.8Hz),7.05(lH,t,J=7.1Hz),7. 
15(lH,t,J=7.1Hz) > 7.19(lH,s) > 7.43(lH,d,J=8.3Hz),7.62(lH > d,J=7.8Hz). 
[0389] mmmitt) (S)-2-T5/-3-[l-(3-^^/V^^/V)-lH-^^K-/V-3-^]-N-tKn 
*e^ntr*>T§K[^b#*No. 144]o£-/& 

(^%f!ll62-l) (S)-2-t-^>=3r^*/V^=-/VT^y-3-[l-(3-^^/^^V)-lH--r^ 

TfTlR CON 0 -Boc-M> 7"K7 7^ ^y^V»7 l A'530mg(l .35mmol)SrT-fe h V 1 0ml K 
S^SPL3— K^H-V l.OOml&bPfcfc, ^l^|ft*^A278mg(0.853inmol)SriP^ 

, 60*0^2 0 iwst#ufco sjanrrgL JSJB&Sifeu ^wv&traw^^Srto 

[0390] mm 162-2) (S)-2-t-yh=¥^/V^-/VT5/-3-[l-(3-7<^/V^f-/V)-lH-f ^ 

H^^162-l-e#bnfcfb^ 126mg(0.367mmol)£DME 6mH^ft?U 10%/^7 
S^A^SS 25mg^P^, **#ia^T^4B#M#Lfc 0 £J»T#, ir^Mt 

fi?U WSCIJ£SIJ£78. lmg(0.408nunol)S.W-hy^VtKPdr^/VT^y 
78.6mg(0.285mmol)^D^, £?fi^l8B#IM#Lfc„ ®»7^ ^no*^AS:JP 
x., o.lmol/ljfiSfctcSSK, #H*#!>*Mc*»U la^^TK-e^UfCo 3rSS£& 

-(^p-^y/fiWIa^^tciorWJliL, S W©^^* 104mg£4Sfe«^L 
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[0391] («#ll62-3) (S)-2-r5y-N-tKndr^-3-[l-(3-^f-/V^/V)-lH-f>-K-/l- 
-3--f/V]^at^yT5KMb-^^No.l44](D^^ 
^Ml62-2T-#^fdb^l04mg(0J65 m mol)^^T,4mol/l^b7K^/^ 

MS(Fab):m/z= 290[M+H] + 
'H-NMR(500MHz,DMSO-d +D O): 8 =. 

6 2 

0.92(6H,d,J=6.6Hz),1.48-1.60(lH,m),1.63(2H,q,J=7.1Hz),3.03(lH,dd I J=7.3,14.4Hz) 
( 3.15(lH 1 dd ) J=6.8,14.4Hz) ) 3.63-3.71(lH > m),4.12(lH,t,J=6.6Hz) > 7.05(lH,tJ=7.1Hz) 
,7.17(lH,t,J=7.1Hz) ) 7.20(lH ) s),7.43(lH,d ) J=8.3Hz),7.62(lH,d ) J=7.8Hz). 
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Wfcii] 

o 

2-100)7 )V>r~fv^ ^xnry-7vS, XfiMo^M&^MU 

1 2 

u 

113 2, 2, 3 

4 

Y fi-O- -S- -NR -CONR - -NR CO-, -NR COO-, -NR CON 

1 3 3 3 3 3 

R - % -NR SO - Xli-NR SO NR -£^U 

4 3 2 3 2 4 

3 
2 

r rxir tK^h^> r/i^/vg, ryv^/vs. ry-/v^ 

3 4 

2 3 

Q fiTIE^(II-a)OS-e&oT, 

2 

Mbi2] 
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(ll-a) 



R 5 

jzai-a) t> k&v v-c, r (i-hcs^ ^T/mxn-Y -a -r zmu 

5 2 3 2 

Y Ji^-fr, -O-, -S- -NR -CONR - % -NR CO- % — NR COO-, — N 

2 3 3 3 3 

R CONR -\ -NR SO - N XI3-NR SO NR -&^U 

3 4 3 2 3 2 4 

6 

MikiZl^n^V, T;V*;vm, ^h*^ ^7/1, -OR , -COOR , Xte-CON 

7 7 

R R *fc, R |10±;6SS&ML-O^-Ct> JK, 

7 8 6 
7 8 

3 

Wbi3] 




(ll-b) 



5£(n-b) l^&v vt. x te-o-xte-N(-Y -A -R )-£3cU x te, N 

1 3 3 2 2 3 



WO 2005/073180 



175 



PCT/JP2004/019512 



xncHzmu y ts.m£&. -co-, x«-so 

3 2 

4 

({&U R ^**®-7--efc , 3> A AMl^ylUi^f^t* 

1 1 2 

9, Q m XM, R *SY -A -R Xh*), Y tf&^M^-C&tK AtW^yXhK) 

1 2 5 2 3 2 2 3 

2 

r &imu^m. Ami&it-e**). A*wvi/x*m. q&y-k-rx 
h<o, y tfsxhv, #>oa m^v^xh^^. 

1 3 

r ^Tki^-efc^ a w^-efc^ a ft^wxm, q #y -a -r 

i l 2 1 1 

y &sxh<0A am^xm, ^or ds^/v-es>5#a-, 

1 3 2 

A aWl^T^ Q -A -R £r*U Y &NRCOXh<9Atf^ 

2 1132 13 3 

2 

[2] TfE^aiO^fc-a^ Xii^<oB^L-Cff^U#5&: 
Mbi4] 




(III) 



&2—\0<DT A'tr-fl'Zk, TV-^M. ^t»7!J— /Hi, Xi£tfrMi§M£^L 

1 2 

U 

6 

3:fc/NU^>\ T/V^/VS, VTm, -OR ? , -COOR 7 , Xf±-CONR R 
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8 6 
7 8 

nii0d^4©It^SL, 

y ft^M-a-, -co-, xit-so -zmu 

3 2 

3 

2 

[3] aflUWcfcvvr, a ^^vyxiixfi/i^u r tfs**]®^ T/^/wS 

2 1 

xteTy-/i^£^u a ^v^xfi^uv^u y 

1 3 

6 

[4] SfliOffcaswc, A tfx&uyt&tu A «s*»^S^U R &&mmtt$t1r 

2 1 1 

1 1 2 

3 3 2 

R ^TK^M^fc*), A #]lMfrg"e*>*), A ^xfkytfeO, ndS0-e*>*), Y # 

112 3 

3 2 
112 3 

3 2 

r a***^-?*)^ a &m$&-?ib9, a afct^vvcfci), naure*^ y r 

112 3 

tfA dsm^-efcO, 2»or flS'0'7vH*3fcL;Xtt 

3 2 

r &7k*m*'&bQ. a *s w^r^<9, a ^3i^u>t?*>d, naso-cfco, Y flS 

112 3 
3 2 

R ^7K^^--efc«?, A A dSxfwytife^ ndso-efcu, Y 

11 2 3 

3 2 
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1 1 2 

3 2 

R j&S**]!K*"?*>5» A *S*»^t?*)9, A #xfwyt*9, n^O-Cfct), Y & 

1 1 2 

3 2 

R #**J0Sre--C*>5* A ^*tt#"Cfc9, A fr^WZM, ntfOXM, Y # 
i i 2 

3 2 

i i 2 

r aycaic* a ASfL^-efctJ, a ftx&vwm. vmsm, yr 

1 1 2 

1 1 2 

3 2 

R *S**JS^*)9, A #*tt^-C*>9, A dS^W-e*>»3, nASO-efcO, Y & 

1 1 2 

R *StK*JS-?T?*>9, A dS^jjg^-e&lJ, A A J xf l/yffc!) , n^0T*fc«?, Y 3 & 
i i 2 

tfA #^IS^"e*>0, ^oR^^a^v^g&^UXte 

1 1 2 

1 1 2 

3 2 

R ^^JDS-^-CfcD, A A tfx&vy&M* n^o-e&O, Y & 

1 1 2 

r t^mu^xm, a tfm£&x*m. a &^vvxm. n&oxm, yr 

1 1 2 

i i 2 

1 1 2 

Q 2 
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112 3 

3 2 
112 3 

3 2 

112 6 

3 3 2 

r afiTkmm^vbv. a &m&&T*h*> y a as^^we*^ n^2xm, r 

11 2 6 

^/Vg-C2b95, 6&{C#&U Y AS^fe-g-Cfct), A dWWCfc!?, ^oR 3&S4- 

3 3 2 

r &7kmm*-eb9* a aw^xh'o, a ft^^x-m. nt^xm. r 

112 6 

fvWg-efc!>5, 6{£[;i#£U Y d^^-Cfe?), A j5^VT?jb!l 4 ^OR ^4- 

3 3 2 

112 6 

33 2 

11 2 3 

3 2 

R ^^atr^S-CfcO, A t^^Xh'O. A ifi^WXm, ni)>0Xm, Y X 

112 3 

3 2 

R ^^D^^^/Uffc^ A Ml/ytM, A iJfctfl/yCfcD, n^0"Cfe 
1 1 2 

33 2 

R *S^t2tr;VSt?J>?) % A aWuy-ttM), A iSaif-U^e&O, ndSO-Cife?), Y 
112 3 

XtM ^W^fcf9, ^oR *W/U»*L;XW: 

3 2 

R &*93-A>&T*M)* A ^^^VT-feO, A ^xf^ytfc^ n^OT'fet), Y 
112 3 

ATM ^OR tfW/Vg&^UXtt 

3 2 
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112 6 

3 3 ^ 

1 1 2 6 

mmm*xw5, m\z&&u y ^^^-e^, a w^/eJoO, a>or a* 

3 3 » 

R AS*3jfJgT--Cfc9, A A^£££-efc«9, A j&Sa^uy-efci), n^2-Cfe«9, R A* 

1 1 2 6 

1 1 2 

t)> Y &^A ^^-g-CfctJ, M ^nfcT/l/SSr*L;XH: 

3 3 2 

R -ttM, A as$M$£"C*>9, A A^^vefe*?, n^So-C&U, Y # 

1 1 2 J 

3M£g"Cfc«!>, A AWWVefci9, ^OR A>2, 3, 5, 6-xh777^P-4-^hdri/ 

3 2 

R tf**^"?*^ A dS^te-a-efcO, A tf^UyXhQ, niS2-efc5, R AM 

1 1 2 6 

R A^M^fe*^ A W&&Xh<9. A n&2XM, R AM 

1 1 2 6 

^-/vmxh^ m\z&&u Y&mm&xh*), A^/efc5, a>or 2 a*3,4 

112 3 

3 2 
112 6 

R A^sftJS^-Cfc^ A j^*»a-e«>0, A tf^uyXh*), n&2XhV, R AM 

112 6 

fvV2sT?<fe«?5, 6»#£U Y A AS^je^fcO, A>oR A*4-^A-:7^ 

3 3 2 
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112 6 

3 3 2 

112 6 

3 3 2 

112 3 

U?A ^oR H)H-^/vy^vm^UXit 

3 2 
112 6 

fvvS-e*>95 % 6#{;:#&U y WiS&^-efc«5, a tfWvyttkO, ^or &3- 

3 3 2 

R ^7k^^-T^«9, A #]|M$£-C&!K A ifctfU^b?), n^2"e&0, R 
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